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REASONS FOR AMENDMENT NO. 1 TO FINAL REPORT 


Upon request of the Sponsor, minor layout changes and/or corrections are made to 
the report that do not affect the validity and scientific results or the conclusions of 


the final report. 


The following changes were made: 


1. SUMMARY - FINDINGS 


To improve readability and provide a more comprehensive summary, all Text tables 
are deleted from Section 1.2 and replaced with references to the respective Text 
tables in the results section of the report. 


Furthermore, in Section 1.2 in the paragraph on local tolerance the finding of 
eschar formation was incorrectly described with occurrence on test days 14 and 
15 instead of on test day 14 only. Additionally, in the paragraph on haematology 
and coagulation the finding of an increased number of eosinophils in groups 4, 5 
and 7 was missing. Further, in the paragraph on clinical chemistry the directions of 
changes for albumin and globulin levels were incorrectly stated as an increase in 
albumin and a decrease in globulin plasma levels instead of a decrease in albumin 


and an increase in globulin plasma levels. 


In this Amendment No. 1 to Final Report the incorrect finding of eschar formation 
and the incorrect directions of changes for albumin and globulin are corrected, and 
the finding of an increased number of eosinophils in groups 4, 5 and 7 is added. 


2. TEST ITEM 


In Section 2.3.5 on test item no. 5, the designation for the test item was 
incorrectly given as ‘modRNA’ instead of ‘saRNA’. 


In this Amendment No. 1 to Final Report the incorrect designation is corrected. 


3. RESULTS 


In Section 4.7 the finding of an increased number of eosinophils in groups 4, 5 and 
7 was missing. Additionally, in Section 4.8 the directions of change for albumin 
and globulin levels were incorrectly stated as an increase in albumin and a 
decrease in globulin plasma levels instead of a decrease in albumin and an increase 
in globulin plasma levels. 
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In this Amendment No. 1 to Final Report the incorrect directions of changes for 
albumin and globulin are corrected, and the finding of an increased number of 


eosinophils in groups 4, 5 and 7 is added. 


4. TABLES 


In Table 1 2 (Local Tolerance Erythema, Oedema, Induration, Hardening) the 
incorrect test item 'BNT162b1' instead of 'BNT162a1' was stated for Group З. In 
addition, the grading scale as given in the footnote was specific for erythema only, 


and the gradings for oedema and indurations were missing. 


In this Amendment No. 1 to Final Report the incorrect test item is corrected. The 
grading scale given in the footnote is referred to erythema, and additionally, for 
oedema and indurations the respective grading scales are given as a reference to 
Section 3.8.3. 


5. ADDITIONAL CHANGES 


In Section 4. 1, the main sentence of the last sentence of the second paragraph was 
missing the verb “was noted", which is now added to the text (i.e. "[... ] was noted оп 
test day 14[...]"). 


The following typing errors in the Final Report are corrected by this Amendment 
No. 1 toFinal Report: 


Quality Assurance Statement: Year of the Study Plan '16 March 2020’ instead of ' 16 
March 2019'. 


Section 4. 7:In Text table 4 9, for the parameter "eosinophils" the sex is corrected 
from*'m' to “Р. 
Section 4.8:In Text table 4 12, for the parameter “globulin” the entry ‘Group: 4, Sex: 


m, Test day: 17, Change: + 9.596 * *' is corrected to 'Group: 4, Sex: f, Test day: 4, 
Change: + 9.596 *'. 


This amendment does not affect the validity of the data. 


HR Ad бер 2020 — 


Date 
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This Amendment No. 1 to Final Report has been audited by the Quality Assurance 
Unit (QAU) and is considered to be an accurate account of the project. 
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STATEMENT OF COMPLIANCE 


REPEAT-DOSE TOXICITY STUDY OF THREE LNP-FORMULATED 
RNA PLATFORMS ENCODING FOR VIRAL PROTEINS 
BY REPEATED INTRAMUSCULAR ADMINISTRATION 
TO WISTAR HAN RATS 


The study was performed in compliance with: 
- 'Good Laboratory Practice' Regulations of the EC enacted in Germany in the 
'Chemikaliengesetz' [Chemicals Act], current edition; 


- 'OECD Principles of Good Laboratory  Practice' Document Мо. 1 
(ENV/MC/CHEM (98) 17) regulated in the Directive 2004/10/EC of the 
European Parliament and the Council of 11 February 2004. 


These principles are compatible with 'Good Laboratory Practice’ (GLP) regulations 
specified by regulatory authorities throughout the European Community, the 
United States (EPA and FDA) and Japan (MHLW, MAFF, and METI). Animal 
husbandry is performed in compliance with EU Welfare Standards (Directive 
2010/63/EU). 


Raw data obtained during the performance of the study are accurately reflected. 


The analysis of dose exposure was conducted under the responsibility of the 
Sponsor and is excluded from this statement. 


(b) (6), (b) (4) 


22 241 гергого 


Date 
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QUALITY ASSURANCE STATEMENT 


Based on a quality assurance review, it was concluded that this report accurately 
reflects the raw data for the study. Methods, procedures and observations are 


correctly and completely described in the report: 


REPEAT-DOSE TOXICITY STUDY OF THREE LNP-FORMULATED 
RNA PLATFORMS ENCODING FOR VIRAL PROTEINS 
BY REPEATED INTRAMUSCULAR ADMINISTRATION 
TO WISTAR HAN RATS 


Study Plan dated 16 March 2020 and 9 Study Plan amendments. 
Text table 1: Inspections of (b) (4) QAU 
Date of Criteria Date of report to 


inspection the Study Director 
and the Management 


16 Mar 2020 Study Plan. 16 Mar 2020 


17 Mar 2020 Sponsor's visit: 17 Mar 2020 
Prearrangements for test item preparation, 
administration, body temperature, local 
tolerance, documentation. 
24 Mar 2020 Body weight, blood withdrawal and processing 24 Mar 2020 
for cytokine determination, time points of blood 
withdrawal, labels, administration, body 
temperature, local tolerance, documentation. 
31 Mar 2020 Blood withdrawal and processing for cytokine 31 Mar 2020 
determination, time points of blood withdrawal, 
labels, administration, body temperature, local 
tolerance, documentation. 


08 Apr 2020 Urine collection, blood withdrawal and 08 Apr 2020 
processing for laboratory examinations and Тог 
dose exposure analysis, dissection, organ 
removal, organ weights, documentation. 
21 Apr 2020 Body temperature, administration, blood 21 Apr 2020 
withdrawal and processing, kinetics, labels, local 
tolerance, documentation. 


23 Apr 2020 Blood withdrawal and processing for laboratory 23 Apr 2020 
examinations, dose exposure analysis and 
cytokine analysis, animal sacrifice, dissection, 
organ removal, organ weights, bone marrow 
smears, documentation. 
26 June and Final Report. 01 July 2020 
29 June to 

01 July 2020 
19 2. ЗӘР Amendment to Final Report. 17 Sep 2020 
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In addition to the detailed study-based inspections, series of routine facility 
inspections were also conducted and reported to the Management. 


Approved and 
submitted by: 


7j d 
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EXPLANATIONS AND ABBREVIATIONS 


Symbols 
1 n 


#(п) 


0 
% 
| 


reference to footnotes in text 

reference to footnotes in text tables 

animal number in the tables section 

per cent 

refer to result comment at the end of the table 

inappropriate for statistics (number of individual data values is less 
than 3 or all values were below lowest level of quantification, e.g. 
for cytokines) 

increase relative to study control range, but 96 difference not 
quantifiable due to lacking concurrent controls 

decrease relative to study control range, but 96 difference not 
quantifiable due to lacking concurrent controls 


Letters and acronyms 


96 Diff 
a.m. 
abs. 
ANOVA 
approx. 
b.w. 

EC 

EPA 

EU 


percent difference (from control group) 
ante meridiem 

absolute 

analysis of variance 

approximately 

body weight 

European Commission 

Environmental Protection Agency (USA) 
European Union 

female 

Food and Drug Administration (USA) 
Good Laboratory Practice 

id est (that is) 

intramuscular 

injection 

lower limit of quantification 

lipid nanoparticles 


(b) (4) 


male 
Ministry of Agriculture, Forestry and Fisheries (Japan) 
Ministry of Economy, Trade and Industry (Japan) 
Ministry of Health, Labour and Welfare (Japan) 
main study 
number (e.g. group size, sample size) 
not applicable 
not statistically significant 
Organization for Economic Co-Operation and Development 
post administration 
post meridiem 
phosphate-buffered saline 
polyethylene glycol 
predose 
- Letters and acronyms continued on the next page - 
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Letters and acronyms (continued) 


QAU Quality Assurance Unit 
RBD receptor-binding domain 
rel. relative 
RNA ribonucleic acid 

mRNA messenger RNA 

uRNA uridine mRNA 


modRNA  . nucleoside-modified mRNA 
saRNA self-amplifying mRNA 


RP recovery period 

SA satellite animals 

SARS severe acute respiratory syndrome 
SARS-CoV SARS coronavirus 

SD standard deviation 

SOP Standard Operating Procedure 
TD test day 

TS terminal sacrifice 

TW test week 

USA United States of America 
Weights and measures 

9c degree Celsius 

cm centimetre 

dL decilitre 

fL femtolitre 

fmol femtomole 

g gram 

h hour 

kg kilogram 

L litre 

mg milligram 

min minute 

ид microgram 

uL microlitre 

umol micromole 

mL millilitre 

mm millimetre 

mmol millimole 

sec second 

U unit 


Measuring units 

Body weight in g 

Food intake in g/kg b.w./day 

Absolute organ weights in g 

Relative organ weights in g/kg b.w. 
Relative urine volume in mL/kg b.w./24 h 
Haematology / Coagulation 


aPTT activated partial thromboplastin time 
Baso basophilic granulocytes 


- Haematology / Coagulation continued on the next page - 
FDA-CBER-2021-5683-0765727 


Report No. 38166 10 
Amendment No. 1 to Final Report 


Haematology / Coagulation (continued) 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Eos eosinophilic granulocytes 

HCT haematocrit 

HGB haemoglobin 

LUC large unclassified cells 

Lym lymphocytes 

MCH mean corpuscular haemoglobin 

MCHC mean corpuscular haemoglobin concentration 
MCV mean corpuscular volume 

Mono monocytes 

MPC mean platelet component 

MPV mean platelet (thrombocyte) volume 
Neut neutrophilic granulocytes 

PDW platelet distribution width 

PLT platelets 

PT prothrombin time 

RBC red blood cell count (= erythrocytes) 
RDW red cell distribution width 

Reti reticulocytes 

WBC white blood cell count (= leucocytes) 
Clinical chemistry 

Alb. albumin 

ALAT alanine aminotransferase 

aP alkaline phosphatase 

ASAT aspartate aminotransferase 

CK creatine kinase 

Glob. globulin 

Gamma-GT gamma-glutamyltransferase 

LDH lactate dehydrogenase 

Cytokines 

IFN-gamma interferon-alpha 

IL-1beta interleukin-1 beta 

IL-6 interleukin-6 

IL-10 interleukin-10 

TNF-alpha tumour necrosis factor-alpha 

Urinalysis 

+ 'small amount' of analyte/few in some fields examined 
++ 'moderate amount' of analyte/few in all fields examined 
+++ 'large amount' of analyte/many in all fields examined 
ery erythrocyte 

LC lemon-coloured 

neg negative/none found in any field examined 
pos positive 

SC straw-coloured 


Histopathology 
For explanations see the 'Histopathological Report' in Section 6. 
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Test item nomenclature 


For reasons of better readability and due to space restrictions, the dose levels used 


in the study are referred to using the designations given below instead of the full 


designations as given in Section 2.3. 


Group 2: 
Group 3: 
Group 4: 
Group 5: 
Group 6: 
Group 7: 


30 
10 
30 
100 
30 
100 


ид BNT162a1/animal 
ид BNT162a1/animal 
ид BNT162b1/animal 
ид BNT162b1/animal 
ид BNT162c1/animal 
ид BNT162b2/animal 
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1. SUMMARY 
1.1 Conduct of study 
Test items 


Control item 


Test item batch nos. 


Control item batch no. 
Test species / Strain / Stock 


Breeder 


Number and sex of animals 


Route of administration 


Frequency of administration 


Administration volume 


1) BNT162a1 
2) BNT162b1 
3) BNT162b2 
4) BNT162c1 


Buffer (PBS/300 mM Sucrose) 


1) CoVVAC/090320 
2) CoVVAC/100320 
3) CoVVAC/160320 
4) CoVVAC/130320 


090320 
Rat / Wistar / Crl:Wl(Han) 


(b) (4) 


255 animals (126 4 3! males and 126 females) 


Intramuscular (i.m.) administration into the 
Musculus biceps femoris using a Microfine+ 
Syringe 0.5 mL, 0.33 mm (29G) x 12.7 mm 
(BD, 324824). 


Groups 1 to 5, and 7: 
On test days 1, 8 and 15; in total 3 


administration days at one-week intervals per 
animal. 


Group 6: 
On test days 1 and 8; in total 2 administration 
days at a one-week interval per animal. 


Erroneously treated animals: 
Single dose on test day 1 


Groups 1, 5, and 7: 
100 uL/administration site; 2 administration sites 
In total 200 uL/animal/administration day 


Groups 2 and 4: 
60 uL at one administration site 
In total 60 uL/animal/administration day 


Due to a short-term change of test item and dose level for group 3, three animals 


had already been treated with the originally planned test item and dose. These three 
animals were replaced by 3 spare animals for the correct teatment. 
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Dosages 


Duration of study 


Group 3: 
20 uL at one administration site 


In total 20 uL/animal/administration day 


Group 6: 
70 uL at one administration site 


In total 70 uL/animal/administration day 


Erroneously treated animals: 
100 uL/administration site; 2 administration sites 
In total 200 uL/animal/administration day 


Groups 1 to 7: 

Group 1: Control (200 uL Buffer/animal) 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10 ug BNT162a1/animal 
Group 4: 30 ug BNT162b1/animal 
Group 5: 100 4g BNT162b1/animal 
Group 6: 30 ug BNT162c1/animal 
Group 7: 100 4g BNT162b2/animal 


Erroneously treated animals: 
100 ug Test item 2 (BNT162a - 2)/animal 


e 5 їо 11 adaptation days 

e 17 test days for groups 1 to 5 and group 7 

e 10 test days for group 6 

e 3 additional weeks for the animals scheduled 
for the recovery period 
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1.2 Findings 


Local tolerance 


Treatment period 

Local reactions were observed in male and female 
animals treated intramuscularly with 10 or 30 yg 
BNT162a1/animal, 30 or 100 yg BNT162b1/ 
animal, or 100 wg BNT162b2/animal on test days 
1, 8, and 15, or with 30 wg BNT162c1/animal on 
test days 1 and 8. The incidence and severity of 
the reactions were higher after the 2nd or 3rd 
injections compared with the 1st injection. The 
majority of animals revealed very slight to 
moderate oedema at the injection site(s) following 
the 1st, 2nd, and/or 3rd injection of the respective 
test item. A few animals had severe oedema at 
48h after the 2nd injection of ЗО рд 
BNT162c1/animal ог 24 h after the 3rd injection 
of 100 ug BNT162b2/animal. The majority of 
these observations of oedema were resolved or 
showed signs of resolution by 144 h postdose. 


For a few animals, slight or well-defined erythema 
was also observed in test-item administered 
animals after the 1st, 2nd, and/or 3rd injection. In 
addition, after the 2nd or 3rd injection, transient 
observations of severe erythema were seen in all 
test article-dosed groups, except for 30 ug 
BNT162b1/animal, starting at 96h after 
administration. Occasionally these observations of 
severe erythema continued over several days 
and/or were associated with wounds or scar 
tissue in individual animals administered 30 yg 
BNT 162a 1/animal or 30 ug BNT162c1/animal. 


On test day 14, eschar formation was observed at 
the injection site for 5 male and 6 female animals 
treated with 30 ug BNT162a1/animal, which 
resulted in the decision to move the dosing site to 
the contralateral limb in 6 animals on test day 15. 


The injection site appeared to be painful for 4 of 
15 male animals and 12 of 15 female animals 
treated with 30 ug BNT162a1/animal on test 
day 9 and for one male animal also on test 
day 10. 


An indurated and/or thickened injection site, partly 
accompanied by incrustation, was noted for nearly 
all animals in all treatment groups at macroscopic 
inspection at necropsy. 


The microscopic examination revealed that test 
item-related injection site reactions were present 
in all groups апа characterized by mostly 
moderate inflammation (up to marked) in males 
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Clinical signs 


and moderate inflammation in females. The most 
severe findings were consistently in animals 
administered 100 yg BNT162b1/animal апа 
100 ug BNT162b2/animal, followed by animals 
administered 30 ug ВМТ162а1/апіта. Тһе 
inflammation was characterized by infiltrates of 
macrophages, granulocytes, and lymphocytes into 
the muscle, and variably into the dermis and 
subcutis, at the injection site. Injection site 
inflammation | was associated with mostly 
moderate oedema, mostly mild | myofiber 
degeneration, occasional muscle necrosis, and 
mostly mild fibrosis. Skin ulceration (mild and 
moderate) was identified in some males and 
females administered either 10 ог 30 yg 
BNT162a1/animal and one animal administered 
30 ug BNT162c1/animal. Inflammation extended 
into tissues adjacent to the injection site, including 
mammary tissue, perineural tissue of sciatic nerve, 
tissue around the femur / knee and to the draining 
lymph node (iliac). 


Microscopic injection site findings correlated with 
macroscopic observations of thickening, 
induration, and incrustation. Injection site findings 
were consistent with an immune/inflammatory 
response to intramuscular vaccine administration. 


Recovery period 

The local skin reactions and the indurations and/or 
thickenings noted macroscopically for the muscle 
at the injection site(s) were resolved at the end of 
the recovery period. 


Most of the microscopic findings noted at the 
injection sites, iliac lymph node, surrounding 
tissue of the injection sites (surrounding tissue of 
bone, os femoris with joint; perineural tissue of 
sciatic nerve; interstitial tissue of mammary gland, 
and skeletal muscle) partially or fully recovered at 
the end of the 3-week recovery period. Some 
inflammatory lesions were still noted at the 
injection sites and the surrounding tissue of some 
animals. 


Treatment and recovery period 

None of the male and female animals treated 
intramuscularly with 10 or 30yg BNT162a1/ 
animal, ЗО or 100 wg BNT162b1/animal ог 100 ug 
BNT162b2/animal on test days 1, 8, and 15 
(3 administrations), or with 30 ug BNT162c1/ 
animal on test days 1 and 8 (2 administrations) 
revealed any test item-related systemic changes in 
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Mortality 


Body weight and 
body weight gain 


Food and drinking 
water consumption 


Body temperature 


behaviour, external appearance, or consistency of 
faeces. 


BNT162a1, BNT162b1, BNT162b2, BNT162c1 
Treatment and recovery period 

No test item-related deaths were noted for any 
treatment. 


BNT162a1, BNT162b1, BNT162b2, BNT162c1 
Treatment period 

Slightly decreased body weights and body weight 
gain were present in all test-item treated groups 
compared to controls. Body weight decreases 
were primarily due to decreases in body weight 
24h after dosing. However, body weight gain 
during the inter-dosing interval was similar to 
controls. 


Іп summary, the absolute body weight was 
affected, but the body weight gain between 
dosing was not. 


Recovery period 
No noteworthy changes were noted. 


Treatment period 

BNT162a1 - Group 2 

The food consumption of the male and female 
animals treated with 30 ug BNT162a1/animal 
appeared to be slightly decreased by up to 7.296 
in test week 1 and 2. The effect is considered to 
be test item-related. 


No test item-related influence was noted on the 
drinking water consumption by visual appraisal. 
The consumption was not quantified. 


BNT162b1, BNT162b2, BNT162c1 

No test item-related influence was observed on 
the food intake апа the drinking water 
consumption. 


Recovery period 
No noteworthy changes were noted. 


Treatment period 

BNT162a1, BNT162b1, BNT162b2, BNT162c1 
Intramuscular administration with 10 or 30 ug 
BNT162a1/animal, 30 or 100 yg BNT162b1/ 
animal, or 100 ug BNT162b2/animal on test days 
1, 8, and 15, or with 30 ug BNT162c1/animal on 
test days 1 and 8 led to slightly increased body 
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Haematology and coagulation 


temperatures at 4h р.а. and/or 24h р.а. 
compared to the control animals. The effect 
appeared to be slightly more pronounced in the 
groups treated with the higher test item dose 
levels (i.e. groups 2, 5, 6, and 7). 


Recovery period 

During the recovery period, the body temperature 
remained at a slightly higher level compared to the 
control group in all previously test item treated 
groups. 


Treatment period 
The most consistent test item-related 


haematological changes were dose-related 
increases in neutrophils and large unstained cells 
(LUC), which were seen with all test items on test 
day 17, but were greatest in groups 2, 5 and 7 
and were greater in females relative to males. 
Other test  item-related changes included 
decreases in the absolute and relative reticulocyte 
count (test day 4 only), platelet count, and red cell 
mass (HGB, HCT and RBC; test day 17 only), and 
increases in the numbers of leucocytes, 
monocytes, eosinophils, basophils and/or 
fibrinogen concentrations. 


BNT162a1 - Groups 2 апа 3 

Test item-related changes included decreases in 
the absolute and relative reticulocyte count, the 
number of platelets, and red cell mass, and 
increases in the numbers of leucocytes, 
neutrophils, monocytes, large unstained cells 
(LUC), basophils and/or the levels of fibrinogen as 
given in Text table 4-5. 


Recovery period 
All changes fully reversed by the end of the 
recovery phase. 


BNT162b1 - Groups 4 and 5 

Test item-related changes included decreases in the 
absolute and relative reticulocyte count, the 
number of platelets, and red cell mass, and 
increases in the numbers of leucocytes, 
neutrophils, monocytes, eosinophils, large 
unstained cells (LUC), basophils and/or the levels of 
fibrinogen as given in Text table 4-6. 


Recovery period 
All changes fully reversed by the end of the 
recovery phase. 
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Clinical chemistry 


Urinalysis 


BNT162c1 - Group 6 

Test item-related changes included decreases in the 
absolute and relative reticulocyte count, the 
number of platelets, and red cell mass, and 
increases in the numbers of leucocytes, 
neutrophils, monocytes, large unstained cells 
(LUC), basophils and/or the levels of fibrinogen as 
given in Text table 4-7. 


Recovery period 
All changes fully reversed by the end of the 


recovery phase. 


BNT162b2 - Group 7 

Test item-related changes included decreases in the 
absolute and relative reticulocyte count, the 
number of platelets, and red cell mass, and 
increases in the numbers of leucocytes, 
neutrophils, monocytes, eosinophils, large 
unstained cells (LUC), basophils and/or the levels of 
fibrinogen as given in Text table 4-8. 


Recovery period 
All changes fully reversed by the end of the 
recovery phase. 


Treatment period 
BNT162a1, BNT162b1, BNT162b2, BNT162c1 


An elevated plasma activity of gamma- 
glutamyltransferase (gamma-GT) was noted for all 
test item-treated groups in comparison to the 
control group as given in Text table 4-10. There 
were no macroscopic or microscopic findings 
consistent with cholestasis or hepatobiliary injury 
to explain the increased gamma-GT activity. 


Further, a decrease in albumin plasma levels and 
an increase in globulin plasma levels, resulting in 
an altered albumin/globulin ratio, were observed in 
all test item treated groups. The changes are 
consistent with an acute phase response in 
albumin and globulin where albumin goes down 
and globulin goes up with inflammation, and the 
albumin/globulin ratio decreases. 


Recovery period 
The elevated plasma activity of gamma-GT had 
subsided in all previously test item-treated groups. 


Treatment and recovery period 
No test item-related changes were noted. 
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Immunogenicity assessment 
(performed by BioNTech SE, 
Germany) 


Ophthalmological and 
auditory examination 


Acute phase proteins 


Cytokines 


Macroscopic post mortem 
findings 


The available data demonstrates that all BNT162 
vaccine candidates elicited а SARSCoV-2 spike 
protein specific antibody response directed against 
the S1 domain and the RBD sub-domain. Antibody 
responses detected via ELISA directly translated 
into neutralizing activity as seen in the VSV/SARS- 
CoV2-S  pseudovirus neutralization test with 
BNT162 vaccines showing higher antigen-specific 
antibody titers also displaying more pronounced 
virus neutralization effect. A comparison of the 
three АМА platforms with regard їо their 
immunogenicity in rats may not be fully predictive 
for how they may perform relative to each other in 
human due to species-specific differences in 
immunity mechanisms. 


No changes were noted. 


Treatment period 
BNT162a1, BNT162b1, BNT162b2, BNT162c1 


Elevated serum levels of the acute phase proteins 
alpha1-acid glycoprotein and alpha2 macroglobulin 
were noted for all test item-treated groups in 
comparison to the control group on test day 4 and 
test day 10 to 17 as given in Text table 4-14 and 
Text table 4-15. 


Recovery period 
The elevated serum levels of аірһа1-асіа 


glycoprotein and alpha2 macroglobulin noted during 
the treatment period had subsided in all previously 
test item-treated groups. 


Treatment and recovery period 

BNT162a1, BNT162b1, BNT162b2, BNT162c1 

No test item-related changes were noted for any 
treatment. There were no general differences 
between the test item-treated groups and the 
control group and among the various test item- 
treated groups. 


Terminal sacrifice 

ВМТ162а1, BNT162b1, BNT162b2, BNT162c1 
Test item-related findings were noted for all test 
items and all dose levels in male and female 
animals as given in Text table 4-19, Text table 4- 
20 and Text table 4-21. 


АП changes noted macroscopically were interpreted 
to be due to inflammation at the injection site 
and/or immune activation. 
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Organ weights 


Histopathology 


Recovery sacrifice 
All macroscopic findings noted in the spleen had 


subsided at the end of the 3-week recovery 
period. 


Enlarged iliac lymph nodes were still noted for a 
few animals at the end of the 3-week recovery 
period as follows: 


Group 4 

(30 ug BNT162b1/animal): One of 5 females. 

Group 5 

(100 ug BNT162b1/animal): All 5 males, 2 of 5 
females. 

Group 7 


(100 ug BNT162b2/animal): One of 5 males, 
3 of 5 females. 


Terminal sacrifice 

ВМТ162а1, BNT162b1, BNT162b2, BNT162c1 
The macroscopic findings of enlarged spleens 
correlated with increased relative and absolute 
spleen weights and are identified in Text table 4- 
22. 


Recovery sacrifice 
There were no noteworthy differences in the 
organ weights between the previously test item- 
treated animals and the control animals after 3- 
weeks of recovery. 


Terminal sacrifice 

Test item-related microscopic findings at the end 
of dosing were evident in injection sites and 
surrounding tissues, increased cellularity of 
germinal centres and increased plasma cells in the 
draining (iliac) lymph nodes, bone marrow, 
spleen, and liver. 


For details on the findings at the injection sites 
refer to 'Local tolerance’ further above. 


Test item-related findings in the draining (iliac) 
lymph node were characterized by increased 
cellularity of the follicular germinal centres and 
increased plasma cells (plasmacytosis) which were 
variably present in all groups. 


Test item-related minimal to mild increases in the 
cellularity of bone marrow and extramedullary 
haematopoiesis in the spleen (which correlated 
with increased spleen size and weight), and a test 
item-related vacuolation of hepatocytes in the 
portal regions of the liver were present in all 
groups. The liver findings were not associated 
with changes in markers of hepatocyte inj 
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(e.g. АГАТ). While gamma-GT was elevated in 
test-item treated animals, it is not a marker of 
hepatocyte injury. 


The test item-related findings are summarised in 
Text table 4-24, Text table 4-25 and Text table 4- 
26. 


Recovery sacrifice 

Most of the microscopic findings noted at the 
injection sites, iliac lymph node, surrounding 
tissue of the injection sites (surrounding tissue of 
bone, os femoris with joint; perineural tissue of 
sciatic nerve; interstitial tissue of mammary gland; 
skeletal muscle) and spleen were partially or 
completely recovered in all animals at the end of 
the recovery period. Some inflammatory lesions 
were still noted at the injection sites and the 
surrounding tissue of some animals, being less 
severe (minimal to mild) if пої resolved; 
plasmacytosis in the iliac lymph node was less 
severe and present in fewer groups (30 or 100 ug 
BNT 162b 1/animal or 100 ug BNT 162b2/animal), 
indicating partial or complete recovery. 


The test item-related minimal to mild increases in 
the cellularity of bone marrow and extramedullary 
haematopoiesis in the spleen, and the vacuolation 
of hepatocytes in the portal regions of the liver 
were fully recovered. 
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1.3 Conclusion 


Intramuscular administration of 4 LNP-formulated RNA vaccines (based on 3 LNP- 
formulated RNA platforms) encoding viral proteins once weekly for 2 or 3 
administrations to male and female Wistar Han rats was tolerated without 
evidence of systemic toxicity and produced the expected local inflammatory 
reaction. Treatment groups included: 10 or 30 ug BNT162a1/animal, 30 or 100 ug 
BNT162b1/animal, or 100 ug BNT162b2/animal on test days 1, 8, and 15 
(3 administrations), or with 30 ug BNT162c1/animal on test days 1 and 8 
(2 administrations). 


No test item-related deaths were noted for any treatment. There were no test-item 
related ophthalmologic or auditory alterations. None of the animals of any 
treatment group revealed any test item-related systemic changes in behaviour, 
external appearance, or consistency of faeces. 


Clinical findings included slightly decreased body weights and body weight gain 
and transient slight elevations in body temperatures at 4 and 24 h after dosing for 
all test-item treated groups compared to controls. Body weight decreases were 
primarily due to decreases in body weight 24h after dosing; however, body 
weight gain during the inter-dosing interval was similar to controls. A slightly 
reduced food consumption was noted for the animals treated with 30 yg 
BNT162a1/animal in test weeks 1 and 2. 


Test-article related injection site observations included oedema, erythema, and 
induration; oedema was the most common finding, followed by erythema, and 
very rarely induration. The incidence was higher and observations were more 
severe after the second and or third dose administration compared to the first 
administration, but resolved prior to subsequent dosing and were fully recovered at 
the end of the 3-week recovery period. Macroscopic findings at the injection sites 
included induration or thickening, occasionally accompanied by incrustation, which 
was noted for nearly all test article-treated animals. This correlated microscopically 
to inflammation in all test article-administered animals. Inflammation was mixed to 
mononuclear with variable fibrosis, oedema, and  myofiber degeneration 


(rare necrosis). 


Inflammation was most severe in animals dosed with 100 ug BNT162b1/animal or 
100 ug BNT162b2/animal, followed by ЗО ug BNT162a1/animal. The findings 
were typical of an inflammatory response to vaccine antigen and lipid nanoparticle. 
Inflammation was occasionally evident extending into tissues adjacent to the 
injection site. Inflammation at the injection site was accompanied by elevations in 
circulating white blood cells (granulocytes, monocytes, and LUC) and acute phase 
proteins (fibrinogen, alpha-2 macroglobulin, and alpha-1 acid glycoprotein). 
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At the end of the 3-week recovery phase, all clinical injection site findings, clinical 
pathology findings and macroscopic observations had resolved and there was 
evidence of recovery of the injection site inflammation microscopically. The 
injection site findings were not interpreted as adverse because of limited severity, 
lack of systemic findings, and absence of clinical signs of lameness. 


Test-article related macroscopic enlargement of the draining (iliac) lymph nodes 
was evident at the end of dosing. Microscopically, this finding correlated with 
increased cellularity of germinal centres and increased plasma cells in the draining 
(iliac) lymph node and is an anticipated immune response to the administered 
vaccine and LNP. At the end of the 3-week recovery, a few animals treated with 
BNT162b1 or BNT162b2 (30 ug and/or 100 ug/animal) still had slightly enlarged 
iliac lymph nodes. All other test item-related changes had subsided. 


Effects considered secondary to immune activation/acute phase responses and 
inflammation at the injection site included transient reticulocyte decreases (test 
day 4 only), minimal decreases in RBC, HGB, and HCT on test day 17 only, and 
sporadic small magnitude decreases in platelets. Platelet reductions were likely due 
to inflammation-related platelet activation and consumption and were un- 
associated with other alterations in haemostasis. These effects had subsided after 
the 3-week recovery period. 


Test-article related macroscopic enlargement of spleen and associated absolute 
and relative spleen weights correlated microscopically to increased 
haematopoiesis; this finding was resolved at the end of the 3-week recovery 
period. Increased haematopoiesis was also evident in the bone marrow. Both 
findings were secondary to inflammation at the injection site and were fully 
resolved at the end of the 3-week recovery period. 


Test-article related microscopic vacuolation of portal hepatocytes was present in 
all groups, with a higher incidence in females than males for all but the groups that 
were administered 100 pg/animal BNT162b1 ог BNT162b2. This finding was not 
adverse because it was unassociated with alterations in hepatic function (e.g. no 
elevations in ALAT) and was fully reversed at the end of the 3-week recovery 
period. This change may be related to hepatic clearance of the pegylated lipid in 
the LNP. 


No test item-related changes were observed for cytokine serum levels. 


Elevations in GGT were evident in all test-item treated animals. There were no 
macroscopic or microscopic findings consistent with cholestasis or hepatobiliary 
injury to explain the increased gamma-GT activity which was completely resolved 
at the end of the 3-week recovery period. 
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Immunogenicity assessment demonstrated that all BNT162 vaccine candidates 
elicited a SARSCoV-2 spike protein specific antibody response directed against the 
S1 domain and the RBD sub-domain. Antibody responses detected via ELISA 
directly translated into neutralizing activity as seen in the VSV/SARS-CoV2-S 
pseudovirus neutralization test with BNT162 vaccines showing higher antigen- 
specific antibody titers also displaying more pronounced virus neutralization effect. 


In conclusion, administration of vaccine candidates BNT162a1, BNT162b1, 
BNT162b2, or BNT162c1 via intramuscular injections weekly for 2 or 3 
administrations to male and female Wistar Han rats was tolerated without 
evidence of systemic toxicity and produced nonadverse inflammatory changes at 
the injection sites and the draining lymph nodes, increased haematopoiesis in the 
bone marrow and spleen, and clinical pathology changes consistent with an 
immune response or inflammation in the injection sites. The findings in this study 
are reversible, consistent with those typically associated with the intramuscular 
administration of antigens and/or LNPs. 


(b) (6), (b) (4) 
AY Lep COLD 


Date 
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2. GENERAL INFORMATION 
2.1 Aim of study 


The aim of the study was to obtain information on the toxicity of four vaccines 
based on three LNP-formulated RNA vaccine platforms encoding for viral proteins 
administered once weekly by intramuscular administration to rats and to assess 
the reversibility of any effect after a 3-week recovery period. 


2.2 Duration of study 

e b їо 11 adaptation days 

• 17 test days for groups 1 to 5 and group 7 

е 10 test days for group 6 

• 3 additional weeks for the animals scheduled for the recovery period 


2.3 Test items and control 


2.3.1 Control (for group 1) 


Designation Buffer (PBS/300 mM Sucrose) 

Batch no. 090320 

Receipt no. 69570 (one vial with a gross weight of 66.76 д) 
Date of receipt 13 March 2020 

Characteristics Liquid 

Storage conditions At +2°C to +8°C 

Stability/Retest date No data available to (0 (9, 


No Certificate of Analysis was available to 9 9, 


Retention sample Stored in (b) (4) archives. 


2.3.2 Test item 1 (for groups 2 and 3) 


Designation "RBLO63.3" (BNT162a1) 

Content LNP formulated uRNA encoding the RBD subunit 
of SARS-CoV-2 S protein 
("BNT162a - 1") 

Batch no. CoVVAC/090320 

Receipt no. 69571 (100 vials with 500 uL each) 
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Date of receipt 13 March 2020 

Characteristics Frozen liquid (at receipt at © (9) 

Storage conditions At -70°C or colder 

Stability/Retest date September 2020 

Concentration 517 ug RNA/mL 
For further details see the Certificate of Analysis 
in Appendix 1. 

Retention sample Stored in (b) (4) archives. 


2.3.3 Test item 3 (for groups 4 and 5) 


Designation "RBLO20.3" (BNT162b1) 

Designation LNP formulated modRNA encoding the RBD 
subunit of SARS-CoV-2 S protein 
("BNT162b - 1") 

Batch no. CoVVAC/100320 

Receipt no. 69573 (100 vials with 500 uL each) 

Date of receipt 13 March 2020 

Characteristics Frozen liquid (at receipt at © (9) 

Storage conditions At -70°C or colder 

Stability/Retest date September 2020 

Concentration 508 ug RNA/mL 
For further details see the Certificate of Analysis 
in Appendix 1. 

Retention sample Stored in (b) (4) archives. 

2.3.4 Test item 4 (for group 7) 

Designation "RBPO20.1" (BNT162b2) 

Designation LNP formulated modRNA encoding the RBD 
subunit of SARS-CoV-2 S protein 
("BNT162b - 2") 

Batch no. CoVVAC/160320 
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Receipt no. 69580 (100 vials with 500 pL) 

Date of receipt 20 March 2020 

Characteristics Frozen liquid (at receipt at © (9) 

Storage conditions At -70°C or colder 

Stability/Retest date September 2020 

Concentration 554 ug RNA/mL 
For further details see the Certificate of Analysis 
in Appendix 1. 

Retention sample Stored in (b) (4) archives. 

2.3.5 Test item 5 (for group 6) 

Designation "RBSOO04.3" (BNT162c1) 

Designation LNP formulated saRNA encoding the RBD 


subunit of SARS-CoV-2 S protein 
("BNT162c - 1") 


Batch no. CoVVAC/130320 

Receipt no. 69581 (70 vials with БОО д1) 

Date of receipt 20 March 2020 

Characteristics Frozen liquid (at receipt at © (9) 

Storage conditions At -70°C or colder 

Stability/Retest date September 2020 

Concentration 430 ug RNA/mL 
For further details see the Certificate of Analysis 
in Appendix 1. 

Retention sample Stored in (b) (4) archives. 
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2.3.6 Test item 2 


Test item 2 was not scheduled to be used as test item in the study. However, 3 
animals were treated erroneously with this test item (see also Section 3.7). 


Designation "RBLO63.1" (BNT162a - 2) 


Designation LNP formulated modRNA encoding the RBD 
subunit of SARS-CoV-2 S protein 
("BNT162a - 2") 


Batch no. CoVVAC/110320 

Receipt no. 69572 (100 vials with 500 uL) 
Date of receipt 13 March 2020 
Characteristics Frozen liquid (at receipt at © (9) 
Storage conditions At -70°C or colder 
Stability/Retest date September 2020 
Concentration 481 ug RNA/mL 

Retention sample Stored in (b) (4) archives. 

2.4 Identification of the test items 


After receipt at 9 9, the test items were inspected. Batch numbers, amounts, and 
characteristics (colour and consistency) were determined and compared with 
information given by the Sponsor (see text table below). Identification sheets were 
filed with the raw data. 


Text table 2-1: Identification of the test item 


. ( (4) Sponsor 
Control: colour clear white to off-white 
Buffer (PBS/300 mM Sucrose) consistency liquid suspension 
BNT162a1 colour slightly turbid white to off-white 
consistency liquid suspension 


BNT162b1 colour slightly turbid white to off-white 
consistency liquid suspension 

BNT162b2 colour slightly turbid white to off-white 
consistency liquid suspension 

BNT162c1 colour slightly turbid white to off-white 
consistency liquid suspension 


4 Identified before usage, in thawed condition, at room temperature. 
## Ассогата to Certificates of Analysis, for the thawed conditions of the test items. 


No further identification was performed by (9 (9, 
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2.5 Sponsor / Test Facility / Responsible personnel 

Sponsor BioNTech RNA Pharmaceuticals 
An der Goldgrube 12 
55131 Mainz 
Germany 


Sponsor's contact person 


Test Facility 


Branch facility 


Study Director Until 31 May 2020 


As of O1 June 2020 


Deputy Study Director 

Test Facility Management 
Haematology / Clinical chemistry / 
Coagulation / Cytokine Analysis / 
Blood sampling 


Acute phase protein analysis 


Veterinarian / Macropathology 


Histopathology 
Statistics 


Quality Assurance Unit (ОАЏ) 
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2.6 Rules and regulations 
2.6.1 Good Laboratory Practice 


The study was performed in compliance with the 'Good Laboratory Practice' 
regulations (see the Statement of Compliance on page 5 and the enclosed 
"СІР Certificate of the Test Facility 9 9" in Appendix 3). 


2.6.2 Standard Operating Procedures and staff safety 


Standard Operating Procedures All work was carried out according to Standard 

(SOPs) Operating Procedures which were followed for 
all stages of the study. The SOPs could be 
inspected іп those divisions, which were 
engaged in the study and in the Quality 
Assurance Unit (ОАО). 


Staff safety The standard safety precautions operating 
within the department were applied to this 
study. 


2.6.3 Archiving and storage 


Archives of data and specimens During the study 
All data generated at the Branch Facility: 


In the depot 
(b) (4) 


All remaining data: 


In the depot 
(b) 
(4) 


After reporting 


The final report and the amendment no. 1 to 
final report will be archived by the Sponsor. 


A copy of the final report, the amendment no. 1 
to final report and all specimens, written raw 
data, and other study-related documents listed 
in the Study Plan section 'Study Materials to be 
Archived' are stored in the (9% archives. The 
duration of storage (15 years) will be in 
compliance with the GLP regulations as stated in 
the German Chemicals Act  ("Chemikalien- 
gesetz"). 
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All archived study materials will be destroyed 
after the 15-year GLP storage period unless the 
Sponsor requests otherwise. 


Upon expiry of the 15-year archiving period, the 
Sponsor will be given three weeks' notice before 
the study documentation and samples are 
destroyed by 9%. The Sponsor must respond 
within the 3-week notification period if testing 
documentation is to be transferred to the 
Sponsor (shipping fees will be billed). If © @ 
does not receive any response from the 
Sponsor, the study documentation and samples 
will be destroyed. 


To avoid any doubt, it is the responsibility of 
the Sponsor to provide (9% with а valid 
contact. The archived documentation and 
samples will be destroyed without Sponsor 
notification after 15.5 years of archiving if (0 9 
cannot contact the Sponsor because 


ea valid Sponsor contact has not been 
provided 
ог 

e the Sponsor company no longer exists 
Or 

• (00) has not been advised of the legal 
successor. 


Three months after the issuance of the Final 
Study Report, any samples or aliquots not listed 
in the Study Plan section 'Study Materials to be 
Archived' and still remaining at 99 will be 
listed. This list will be forwarded to the Sponsor 
who will decide which of these samples or 
aliquots will be dispatched and which samples 
or aliquots will be destroyed at ©) (9, 
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2.7 Study dates 


Code number of the study 
in the raw data 38166 


Start of study 
Date of Study Plan 16 March 2020 


Study Plan amendments No. 1, dated 17 March 2020 
No. 2, dated 23 March 2020 
No. 3, dated 25 March 2020 
No. 4, dated O3 April 2020 
No. 5, dated O6 April 2020 
No. 6, dated O8 April 2020 
No. 7, dated 20 April 2020 
No. 8, dated 29 May 2020 
No. 9, dated 18 June 2020 


Text table 2-2: In-life Schedule - Study dates 


All main study animals of groups 1, 2 and 4 17 March 2020 02 April 2020 
All recovery animals of groups 1, 2 and 4 17 March 2020 23 April 2020 


All main study animals of groups 3, 5 and 7 23 March 2020 08 April 2020 


All recovery animals of groups 3, 5 and 7 23 March 2020 29 April 2020 


All recovery animals of group 6 22 April 2020 
Three erroneously treated animals (non-GLP) 26 March 2020 
All satellite animals of groups 1, 2 and 4 09 April 2020 
All satellite animals of groups 3, 5 and 7 30 April 2020 


All satellite animals of group 6 14 April 2020 23 April 2020 


Date of Final Report 01 July 2020 


Date of Amendment No. 1 
to Final Report 17 September 2020 
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2.8 Study Plan deviations 


The study was conducted in accordance with the Study Plan and 9 Study Plan 
amendments. There was no major deviation from the Study Plan and the Study 


Plan amendments. However, the following minor deviations were noted: 


Animals 

A few male and female animals exceeded the allowed body weight range of 1096 
of the mean weight for each sex at the time of selection. This deviation was due 
to the limited availability of animals that fully met the required body weight criteria 
from the breeder. 


Two (2) of the 10 delivered female satellite animals designated for blood sampling 
via the femoral vein catheter showed inflammations at the vascular access button. 
Hence, these animals were excluded from the study. However, 9 of the 10 
animals originally delivered were needed to start dosing as scheduled. Therefore, a 
female spare animal from the main study animals that was not equipped with a 
femoral vein catheter was inserted into the satellite group (no. 215). Blood 


sampling was performed by means of retrobulbar vein puncture from this animal. 


Animal housing 


A malfunctioning of the air conditioning system caused relative humidity values in 
the animal room that temporarily fell slightly below the lower admissible limit of 
4096 on a few test days. The room temperature did not exceed the maximum 
range during the study period. 


Administration 

On test day 15, the male animals nos. 32, 34, 37, 39 and 42, and the female 
animal no. 60 (all of group 2) were dosed intramuscularly in the left hind leg 
contrary to the previous administrations, which were performed in the right hind 
limb. This change was due to local tolerance findings (eschar formation) which 
developed after administration on test day 8. In the affected animals, both 
administration sites were fixed at necropsy and processed for histological 


examinations. 


Organ weights 


The spleen of the female animal no. 144 was not weighed during necropsy. 


These minor deviations that were not covered by Study Plan amendments did not 
affect the validity and integrity of the scientific results obtained during the study. 
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3. MATERIALS AND METHODS 
3.1 Animals 
Wistar Han rats supplied by (b) (4) were used 


in this study. The satellite animals were supplied with a pre-implanted femoral vein 
catheter for repeated blood sampling. 


An initial health check was performed upon delivery of the animals. Only animals 
free of signs of illness were selected for the study. 


The animals were allocated to the test groups based on body weight by means of 
a computerized randomization program (see Section 3.7). Animals with a body 
weight at the extremes of the weight distribution, if any, were excluded and 
replaced by healthy spare animals. No replacements occurred after the first dose 
had been administered. 


Test species / Strain / Stock Rat / Wistar / Crl:Wl(Han) 


All satellite animals (except for no. 215, see 
Section 2.8) were equipped with a vascular 
access button to the femoral vein by the 


breeder. 
Breeder (b) (4) 
Number and sex of animals 255 animals (129 males and 126 females) 


Main study (MS) 
143 animals (7O + 3 males and 70 females) 


Due to the short-term change of test item and 
dose level - from 1000 Test item 2 
(BNT162a2)/animal to 10 ug BNT162a1/animal - 
for group 3 (according to Study Plan amendment 
no. 2), three male animals had already been 
dosed with the originally planned dose of 
100 ug Test item 2 (BNT162a2)/animal. These 
three animals of group 3 were replaced by 
3 spare animals (see also Section 3.7). 


Recovery period (RP) 
70 animals (35 males and 35 females) 


In addition, 20 spare animals (10 males and 
10 females) were available for possible 
replacement. Three of the male spare animals 
were used to replace the erroneously dosed 
animals (see above, and Text table 3-2). One of 
the female spare animals was used as a satellite 
animal (no. 215, see Section 2.8). 
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Age 
(at 1st dosing) 


Body weight 
(at 1st dosing) 


Selection of species 


Identification of animals 


Adaptation period 


Satellite animals (SA) 


42 animals (21 males and 21 females) 


In addition, 6 spare satellite animals (3 males 
and 3 females) were available for possible 
replacement. 

The satellite animals were supplied in two 
separate shipments (10 animals per sex for 
groups 1/2/4, and 14 animals per sex for 
groups 3/5/6/7) to 9% Two (2) of the 10 
animals of the shipment for groups 1/2/4 
showed inflammations at the vascular access 
button and were excluded from the study. As 
9 animals were needed to start dosing as 
scheduled, one female spare animal from the 
main study animals not equipped with a 
vascular access button was used as satellite 
animal (see further above). 


Groups 1, 2, and 4: 
Males and females: 54 days 


Groups 3, 5, 6, and 7: 
Males and females: 60 days 


Males: 252.8 to 343.9 g 
Females: 188.3 to 267.39 


The rat is a commonly used rodent species for 
toxicity studies. It can receive the full human 
dose and develops an immune response similar 
to the expected human response after 
vaccination. 


After randomisation, each rat received a 
continuous number on the tail, either by tattoo 
or marker. Additionally, the animal cages were 
labelled with study number, animal ID number, 
sex, type of study, route of administration, and 
treatment group. 


Groups 1, 2, and 4: 5 days 
Groups 3, 5, 6, and 7: 11 days 
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3.2 Housing and feeding 
3.2.1 Diet 


A certified commercial pellet diet (ssniff R/M-H V1534, ssniff Spezialdiaten 
GmbH, 59494 Soest, Germany; see Appendix 2: 'Composition of the Diet') served 
as food. The food was offered ad libitum. Food residue was removed and 


weighed. 


Periodic analysis of the food for contaminants based on ЕРА/ОЅА? is conducted at 
least twice a year by (b) (4) 3 (see Appendix 2: 'Limitation for Contaminants in 
the Diet'). Certificates of analysis of the composition and for contaminants were 
provided by the manufacturer and were included in the raw data. 


3.2.2 Drinking water 
Drinking water was offered ad /ibitum. 


Samples of drinking water are taken by Wasserwerk Wankendorf and periodic 
analyses are performed by (b)(4) according to the 'Deutsche Trinkwasser- 
verordnung 2001" [German Regulations on Drinking Water 2001]* (see 
Appendix 2: 'Limitation for Contaminants in the Drinking Water’). 


210) are analysed by (b) (4) once a 


In addition, drinking water samples taken at ( 
year for means of bacteriological investigations according to the 'Deutsche 
Trinkwasserverordnung 2001, Anlage 1' [German Regulations on Drinking Water 


2001, Addendum 1]. 


3.2.3 Housing 


The animals were kept singly in MAKROLON cages (type ІІІ plus) with а basal 
surface of approximately 39 cm x 23 cm and a height of approximately 18 cm at 
a room temperature of 229С--39С (maximum range) and a relative humidity of 
5596 + 1096 (maximum range). Deviations from the maximum range caused for 


example during cleaning procedures were dealt with in SOPs. 


The rooms were lit (about 150 lux at approx. 1.5 meters room height) and 


darkened for periods of 12 hours each. 


2 EPA/USA, Proposed Health Effects Test Standards for Toxic Substances Control Act 
Test Rules, Federal Register 44, 27334 - 27375, May 1979. 


з (0)(4) 


4 Version from 02 August 2013, revised on 20 December 2019. 
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Granulated textured wood (Granulat A2, J. Brandenburg, 49424 Goldenstedt, 
Germany) was used as bedding material for the cages. The cages were changed 


and cleaned once a week. 


Periodic analysis of the bedding material for contaminants based on EPA/USA is 
conducted at least once a year by (6) (4) (see Appendix 2: ‘Limitation for 
Contaminants in the Bedding Material’). 


3.3 Dose selection 


The dose levels for this study had been selected in agreement with the Sponsor 
based on the anticipated clinical doses. 


3.4 Test item preparation 
The test items were delivered ready-to-use. 
The LNP suspensions for dosing were used within 6 hours after thawing. 


Protocol: 
1. The test item vials required were thawed by removing from the -80°C +8°C 
storage and allowed to warm to room temperature (approximately 30 minutes). 


2. Each vial was mixed by gently inverting three times. The vials were neither 


mixed vigorously nor vortexed. 
3. The vial's flip cap was flipped off. 


4. The needle was inserted through the stopper into a vial and the appropriate 
volume per animal withdrawn. The procedure was repeated until the total 
needed volume per animal had been obtained. A new syringe (including needle) 
was used for each animal. 


5. After the last administration of a day, any remaining volumes of the thawed 


test items were discarded; remnants were not re-frozen or re-used. 


3.5 Test item formulation analysis 


As the test items were delivered ready-to-use no formulation analysis was 


required. 


3.6 Administration 


Route of administration Intramuscular (i.m.) administration into the Musculus 
biceps femoris using a Microfine+ Syringe 0.5 mL, 
0.33 mm (29G) x 12.7 mm (BD, 324824). 
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Frequency of administration 


Administration volume 


Dosages 


Selection of route of 
administration 


Groups 1, 2, 3, 4, 5 and 7: 
On test days 1, 8 and 15; in total 3 


administration days at one-week intervals per 
animal. 


Group 6: 
On test days 1 and 8; in total 2 administration 


days at a one-week interval per animal. 


Erroneously treated animals: 
Single dose (2 administration sites) on test day 1 


Groups 1 to 7: 


Text table 3-1: Administration volume 


Number of Administration volume per 
administration administration day [uL] 
sites 


Erroneously treated animals: 
100 uL/administration site; 2 administration sites 
In total 200 wL/animal/administration day 


Groups 1 to 7: 

Group 1: Control (200 uL Buffer/animal) 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10 ug BNT162a1/animal 
Group 4: ЗО ug BNT162b1/animal 
Group 5: 100 4g BNT162b1/animal 
Group 6: 30 ug BNT162c1/animal 
Group 7: 100 4g BNT162b2/animal 


Erroneously treated animals: 
100 ug Test item 2 (BNT162a2)/animal 


See the text table in Section 3.7 for details. 


According to clinical use. The intramuscular 
route is the anticipated route for human 
exposure to the test item. 
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3.7 Group size and dose levels 


The animals were allocated to 7 test groups by means of a computer generated 
randomisation program? and treated as given in the text table below. 


Text table 3-2: Group distribution and dosing scheme 


Dose level Number and sex 


[ug/animal] of animals 
(Test item / Control)} MS + RP + SA | MS | 


0 
(Buffer) 
Control 


2 30 10+5+3m 31 - 40 41 - 45 217-219 
(BNT162a1) 10+5+3f 46 - 55 56 - 60 220 - 222 
3 10 10+5 +3 т 61 - 70 71-75 223 - 225 
(BNT162a1) 10+5+3f 76 - 85 86 - 90 226 - 228 


10+5 +3 т 11-15 211-213 
10+5+3f 26 - 30 214 - 216 


30 10+5 +3 т 91-100 | 101-105 | 229-231 
(BNT162b1) 10+5+31 106 - 115 | 116-120 | 232 - 234 
100 10+5 +3 т 121 - 130 | 131-135 | 235 - 237 
(BNT162b1) 10+5+3f 136 - 145 | 146-150 | 238 - 240 


30 10+5+3m 151-160] 161-165 | 241 - 243 
(BNT162c1) 10+5+3f 166-175] 176-180 | 244 - 246 
100 10+5+3m 181-190] 191-195 | 247 - 249 
(BNT162b2) 10+5+31 196 - 205 | 206-210 |250- 252 
Erroneously 100 
treated (Test item 2: 253 - 255 
animals*' BNT162a2) 
m male 
f female 


MS Main study 
RP Recovery period 
SA Satellite animals for cytokine analysis (except animals nos. 253 to 255) 


P The treatment of group З was changed from 100 yg Test item 2/animal, as 
stipulated in the original Study Plan (Test item 2 was designated "RBLO63.1" 
(BNT 162a - 2), see Section 2.3.6), to 10 ug BNT162a1/animal as per Amendment 
no. 2 to the Study Plan, dated 23 March 2020, the date of start of treatment for 
group З (see Section 2.7). As the treatment change for group З was 
communicated at very short notice, 3 male animals had already been dosed with 
100 wg Test item 2 (BNT162a2)/animal as originally planned on test day 1. These 
three animals were replaced by 3 spare animals in group 3. The erroneously treated 
animals received the new animal numbers given above. Test item 2 (BNT162a2) 
was not further used in the study. 


The satellite animals of groups 1 to 7 were used for blood sampling only (see 
Section 3.8.7.5). Following the last blood sampling, these animals were sacrificed 


but not dissected. 


Provantis? Integrated preclinical software, version 10.2, Instem LSS Ltd, Stone, 
Staffordshire ST15 OSD, United Kingdom. 
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The erroneously administered animals (nos. 253 to 255) were observed for 48h 
post dosing under Non-GLP conditions. Body weight (test day 1, and 24 and 48 h 
post injection), body temperature (24 and 48 h post injection) and local tolerance 
(24 and 48 h post injection) were recorded. Based on these observations, the 
Sponsor decided how to further proceed: These animals were neither subjected to 
laboratory examinations nor to blood sampling for cytokine analysis. The 
observations were only performed for scientific interest and were not part of the 
GLP study. The gathered observations are not included in this report, but were 


communicated separately to the Sponsor. 


3.8 Observations 


АП in-life examinations described in the following subsections pertain only to the 
main study and recovery animals, i.e. the satellite animals were excluded from 


these examinations. 


Dated and signed records of all activities related to the day-to-day running and 
maintenance of the study within the animal unit as well as to the group 
observations and examinations outlined in the Study Plan were recorded in 
appropriate documentation. In addition, observations related to individual animals 
were made throughout the study and recorded. 


The following sections describe the observations made during the course of the 


study. 


3.8.1 Clinical signs 


The animals were observed individually before and after dosing at each time of 
dosing for any signs of behavioural changes, reaction to treatment or illness. 


In addition, the animals were checked regularly throughout the working day from 
7:00 a.m. to 3:45 p.m. (i.e. starting approximately at 7:00 a.m., 9:00 a.m., 
11:00 a.m., 1:00 p.m. and 3:00 p.m.). On Saturdays and Sundays, the animals 
were checked regularly from 7:00 a.m. to 11:00 a.m. with a final check performed 
at approximately 3:30 p.m. (i.e. starting at approximately 7:00 a.m., 9:00 a.m., 
11:00 a.m., and 3:00 p.m.). 


Cageside observations included skin/fur, eyes, mucous membranes, respiratory 
and circulatory systems, somatomotor activity and behaviour patterns. The onset, 
intensity and duration of any signs observed were recorded. 


Dated and signed records of appearance, change and disappearance of clinical 


signs of individual animals were maintained on clinical history sheets. 
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Special attention was paid to the local tolerance at the injection sites (see 
Section 3.8.3 for details on the observation of erythema/eschar, oedema, 


induration/hardening). 


3.8.2 Mortality 


Further checks were made early in the morning and again in the afternoon of each 
working day to look for dead or moribund animals. On Saturdays and Sundays, a 
similar procedure was followed with a final check at approximately 3:30 p.m. 


These provisions allowed for recording of premortal symptoms in detail and for 
performing post mortem examinations as soon as possible after exitus. However, 


no premature deaths occurred and no premature sacrifice was necessary. 


3.8.3 Local tolerance 


The local tolerance of the test item at the injection site was recorded for all main 

study and recovery animals at the following times: 

e 4h after each injection 

e 24 h after each injection 

е 48 h after each injection 
As irritations were still present at 48 h after injection, the observations of the 
respective animal was extended to every 48 h until the irritation had resolved 
(i.e. 96 h p.a. and 144 h p.a. if necessary). 


The injection sites were assessed for 

е erythema and eschar formation 

* oedema formation 

e induration/hardening following palpation 


The reactions were scored with a grading similar to that based on DRAIZE 
(Appraisal of the Safety of Chemicals in Food, Drugs and Cosmetics, Association 
of Food and Drug Officials of the United States, Austin, Texas, 1959) as given in 
detail in the text tables following on the following page. 
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Text table 3-3: | Grading of erythema and eschar formation 


Erythema and eschar formation 


Very slight erythema (barely perceptible) 


туртан EE 
Moderate to severe erythema EE GN 


Severe erythema (beef redness) or eschar formation 4 
(injuries in depth) preventing erythema reading 


Text table 3-4: — Grading of oedema formation 


Oedema formation 
б ————— =з 


Very slight oedema (barely perceptible) 


Slight oedema (edges of area well defined by definite raising) E 
Moderate oedema (raised approx. 1 millimetre) | dx —- 


Severe oedema 4 
(raised more than 1 millimetre and extending beyond area of exposure) 


Text table 3-5: Grading of induration/hardening 


Grade of induration/hardening 
No induration/hardening NET EE 


Very slight induration/hardening (barely perceptible) 


Slight induration/hardening EE 
Moderate induration/hardening EE ME 
Severe induration/hardening 


If there were two injection sites per animal (left/right side), individual values for 
each of the two injection sites were only recorded in case the gradings of the sites 
were different (e.g. 'О/1'). If the gradings of the two injection sites were identical 


only one scoring was recorded. 


In addition, any signs of pain were recorded as general observations of local 


tolerance. 
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3.8.4 Body weight 


The body weight of each rat was recorded at the following times: 

e at group allocation 

e prior to each administration: on test days 1, 8, and 15 (if applicable) 

e one day after each administration: on test days 2, 9, and 16 (if applicable) 

e twice weekly during the recovery period 

e at autopsy (i.e. during the process of necropsy, i.e. after fasting overnight and 
exsanguination, see Section 3.8.10.1 for details) 


3.8.5 Food and drinking consumption 


The quantity of food left by individual animals was removed, weighed, and 
recorded on a weekly basis throughout the experimental period. The residue was 


discarded. 


The food intake per animal (g/animal/week) was calculated using the total amount 
of food given to and left by each rat in each group on completion of a treatment 
week. Weekly mean values were calculated for individual animals. 


The relative food consumption (in g/kg b.w./day) was calculated as follows: 


Relative food consumption Total food given (g) - Total food left (g) 
(g/kg b.w./day) Number of animal days* x Body weight (kg) 


* The term 'animal days' counts one animal day for each animal alive for a whole 
day; it is assumed that on the day of death an animal does not eat. 


The drinking water consumption was monitored daily by visual appraisal 
throughout the study. The consumption was not quantified. 
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3.8.6 Body temperature 


The body temperature was determined using an anal probe at the times stated in 
the text table below. 


Text table 3-6: | Time points for body temperature measurement 
Time points for body temperature Groups or Main study Recovery 
day | measurement relative to dosing animal animals animals 
number 
1 4 hours after 1st injection 
24 hours after 1st injection 
48 hours after 3rd injection” 
4 hours after 2nd injection 
24 hours after 2nd injection 


1 week after last administration 


= =à 


4 hours after 3rd injection 


= 
о 


24 hours after 3rd injection 

48 hours after 3rd injection** 

1 week after last administration 
2 weeks after last administration 
2 weeks after last administration 
9 
6 


3 weeks after last administration 


rat il 
Ecc ce 3 
Lo 286 
LI | 
ве p. жол 
EET BUE дЫ 
| ИЕ MN 
[ep Ol 


3 weeks after last administration 


о || || ~ | 
ом М 


# The female animal no. 171 (group 6) revealed a body temperature of 40.0°C on 
test day 2 (i.e. 24h after 1st injection on test day 1). For this animal, an 
additional body temperature measurement was conducted on test day 3 at 48h 
after injection. 

4 The female animal no. 149 (group 5) revealed a body temperature of 40.2°C on 
test day 16 (i.e. 24 h after 3rd injection on test day 15). For this animal, an 
additional body temperature measurement was conducted on test day 17 at 48 h 
after injection. 


3.8.7 Laboratory examinations 


Blood samples were taken from the retrobulbar venous plexus under isoflurane 
anaesthesia from animals fasted overnight. The blood samples were collected into 
tubes as follows: 


EDTA anticoagulant (whole blood)...................... for haematological investigations 
Citrate anticoagulant (рІаѕта)............................................ for coagulation tests 
Li-Heparin anticoagulant (р/азта)................................ for clinical chemistry tests 
Serum (no anticoagulant) ................... for acute phase proteins and dose exposure 
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The male animal no. 130 died during the blood withdrawal on test day 17. The 
blood sample intended for clinical chemistry tests was obtained by heart puncture 
from this animal. As a result, the plasma levels of phosphate and potassium, and 
the enzyme activities of ASA and LDH were far beyond the normal range for these 
parameters. Therefore, these data were excluded from statistical analysis (marked 
by 'Е!' in Table 1-2). 


3.8.7.1 Haematology 


The blood samples were obtained as follows: 


- On test day 4: The first 5 surviving main study animals per 
sex and group and all recovery animals 
(n = 10 per group). 


- At main study termination 


(on the day of dissection): All main study animals (n = 10 per group). 
- At the end of the recovery period 
(on the day of dissection): АП recovery animals (n = 5 per group). 
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The haematological parameters listed in the text table below were determined. 
Text table 3-7: Haematological parameters 


Haemoglobin content (HGB) mmol/L 


Erythrocytes (RBC) 108/uL 

Leucocytes (WBC) 10?/uL 

Reticulocytes (Reti), relative 

Reticulocytes (Reti), absolute 103/uL 

Platelets (PLT) 103/uL 

Haematocrit value (HCT) 

Differential blood count (relative)? 

| : ADVIA™ 120 

i 103/uL 

Diferenta! blgodicounk ADS ute, Siemens Diagnostics GmbH 

Mean corpuscular volume (MCV) 35463 Fernwald 

Germany 

Mean corpuscular haemoglobin (MCH) 

Mean corpuscular haemoglobin mmol/L 

concentration (MCHC) 

Mean platelet (thrombocyte) volume (MPV) 

Relative volume of thrombocytes / % 

Plateletcrit (PCT) 

Platelet distribution width (PDW) 

Red cell distribution width (RDW) 

Mean platelet component (MPC) g/dL 


# Neutrophilic, eosinophilic and basophilic granulocytes, lymphocytes, and 
monocytes. Large unstained cells were simultaneously quantified during 
measurement of the differential blood count. 


Following the haematological examinations using the ADVIA system, blood smears 
were prepared from all samples, dried, and stained as given in the text table on the 


following page. 
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Text table 3-8: Staining of blood smears 


Number of stainings 


Dissection P hei Brilliant 
APPONI Cresyl blue 


Test day 4 Groups 1, 2 and 4 
Groups 3, 5, 6 and 7 


Main study Groups 1, 2 and 4 
Groups 3, 5 and 7 
Recovery Groups 1, 2 and 4 
Group 6 
Groups 3, 5 and 7 


The stained blood smears may be evaluated, if requested by the Sponsor (details 


are to be stated in a Study Plan amendment). So far, no evaluation of blood 


smears was performed by 9 (9, 


3.8.7.2 Coagulation 
The blood samples were obtained as follows: 


- At main study termination 
(on the day of dissection): All main study animals (n = 10 per group). 


- At the end of the recovery period 
(on the day of dissection): All recovery animals (n — 5 per group) 


The coagulation parameters listed in the text table below were determined. 


Text table 3-9: Coagulation parameters 


Prothrombin time (PT) 5 


ес 
Атах Destiny Plus™ 
Activated partial thromboplastin time (aPTT) Tcoag Deutschland GmbH 
m 32657 Lemgo, Germany 
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3.8.7.3 Clinical chemistry 
The blood samples were obtained as follows: 


- On test day 4: The first 5 surviving main study animals per 
sex and group and all recovery animals 
(n = 10 per group). 


- At main study termination 
(on the day of dissection): All main study animals (n = 10 per group). 


- At the end of the recovery period 
(on the day of dissection): All recovery animals (n = 5 per group). 


The clinical chemistry parameters listed in the text table below were determined. 


Text table 3-10: Clinical chemistry parameters 


Globulin g/L plasma By subtraction 


Albumin/globulin ratio (non-dimensional) | By calculation 


Thermo Fisher Scientific 
Chloride mmol/L plasma 63303 Dreieich 
G 


Alanine aminotransferase (ALAT) U/L plasma 


Alkaline phosphatase (aP) U/L plasma 


Aspartate aminotransferase (ASAT) U/L plasma 
Lactate dehydrogenase (LDH) U/L plasma 
Creatine kinase (CK) U/L plasma 


Gamma-glutamyltransferase 
(Gamma-GT) U/L plasma 
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3.8.7.4 Analysis of acute phase proteins 
Blood samples were obtained as follows: 


The first 5 surviving main study animals per 
sex and group and all recovery animals 
(n = 10 per group). 


- On test day 4: 


- At main study termination 


(on the day of dissection): All main study animals (n = 10 per group). 


- At the end of the recovery period 


(on the day of dissection): АП recovery animals (n = 5 per group). 


In order to obtain approximately 4x75 uL serum per animal and sampling time, 
approx. 0.7 mL whole blood per animal and sampling time were collected in serum 
separator tubes (Sarstedt AG & Co., Germany). The blood samples were allowed 
to clot at room temperature for at least 30 minutes, and centrifuged afterwards in 
order to obtain serum. Immediately after centrifugation, the serum was divided 
into aliquots and frozen at -20°C +2°C until analysis at 9/9 using commercial 
ELISA test kits purchased from Abcam PLC, Cambridge, United Kingdom (see text 
table below) and a Tecan Sunrise microplate reader (Tecan Deutschland GmbH, 
74564 Crailsheim, Germany). 


Text table 3-11: Parameters of acute phase protein analysis 


Acute phase Sample | Number of Storage 
protein volume | aliquots | temperature 
(aliquot 
volume) 


Rat Alpha 1 Acid 
Glycoprotein / AGP ELISA Kit 
(ab157729, 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Alpha1-acid Serum | 150 uL 2 -20°C 
glycoprotein (75 uL) +2°C 


Alpha2 Serum | 150 uL 
macroglobulin 


lot no. GR3235007-3) 


Rat alpha 2 Macroglobulin 
ELISA Kit (ab157730, lot 
nos. GR3322797-1, 
GR3322797-3, and 
GR3322797-4) 
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3.8.7.5 Cytokine analysis 


Blood samples for cytokine analysis were taken from the femoral vein catheter of 
all satellite animals at the times given in the text table below. 
Text table 3-12: Blood sampling schedule for cytokine analysis 
Sampling time Animal numbers of satellite animals used Number of 
relative to samples/ 


aliquots 


Prior to 
1st dosing 


6 h post 
1st dosing 


Prior to 
2nd dosing 


6 h post 
2nd dosing 


48 h post 
2rd dosing 


Prior to 
3rd dosing 


6 h post 
3rd dosing 


~ 
+ a 
от 


48 һ рові 
3rd dosing 


Мә 
cto 
on 


to to 
234 240 


Total number of samples / aliquots: | 282/564 


Blood sampling from the female animal no. 215 was performed by means of 
retrobulbar vein puncture (refer to Section 2.8 and Section 3.1). 


# 


Sufficient whole blood was collected from the animals in order to obtain at least 
2x75 uL serum per animal and sampling time. The serum samples were frozen, 


stored and analysed as given in Text table 3-15 below. 


Text table 3-13: Parameters of cytokine analysis 


Cytokine LLOO | Sample Number of Storage 
[pg/mL] | volume aliquots temperature 
(aliquot volume) 


150 uL 2 Cytometric bead array 
(75 uL) (ProcartaPlex) using a 
Cytomics FC 500 flow 
cytometer (Beckman 
Coulter GmbH, 47704 
Krefeld, Germany) 


LLOO lower limit of quantification 
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3.8.7.6 Urinalysis 
Urine samples were collected from animals at the following time points: 
- At main study termination 
(on the day of dissection): All main study animals (n = 10 per group). 


- At the end of the recovery period 
(on the day of dissection): All recovery animals (n = 5 per group). 


The urine was collected in a URIMAX funnel cage for 16 hours. The collection of 
urine was terminated immediately prior to the blood withdrawals for 
haematological and clinical chemistry examinations. The parameters measured and 
the methods used are given in the text table below. 


Text table 3-14: Urinary parameters 


ене qum qmemm 0 


Digital pH meter 


(type WTW InoLab pH 720) 


Specific gravity Kern Refractometer (type ORA 2РА), 
sample compared with water 
(nominal value of 1.000) 


In addition, the tests given in the text table below were performed using 
qualitative indicators (Combur 99 Test, Roche Diagnostics GmbH, 68305 
Mannheim, Germany) of analyte concentration: 


Text table 3-15: Analytes of qualitative urinalysis 


Parameter Reporting convention 
WCNNNETTT 71777-17 ___ 

ligna a e 
loucos [mme | noma | 28 | 55 | 
ыма ______-_| ме | , [уу 
uebinegen | тәй | пота | 17 | 70 | 
CO MN иси! к CN сан Ес 

= == 


Haemoglobin Brio са 
(Hb, approx. values) TIR 9 


[wee ЕИ 


neg = negative "Small amount' of analyte 
pos = positive ++ 'Moderate amount' of analyte 
егу — erythrocyte count + + + 'Large amount' of analyte 
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A microscopic examination of urine samples was carried out by centrifuging 
samples and spreading the resulting deposit on a microscope slide. The deposit 
was examined for the presence of the following parameters: 


- Epithelial cells 

- Leucocytes 

- Erythrocytes 

- Organisms 

- Further constituents (i.e. sperm, casts) 
- Crystalluria 


The frequency of the above parameters in the centrifugal deposit was recorded as 


follows: 
0 None found іп any field examined 
T Few in some fields examined 
++ Few in all fields examined 
+ + + Many in all fields examined 


The colour and the turbidity of the urine were examined visually. 


3.8.8 Blood sampling for dose exposure 


In order to obtain serum samples for dose exposure examination (10 aliquots of 
approximately 100 uL each per animal), blood was withdrawn from the retrobulbar 
venous plexus under isoflurane anaesthesia from animals fasted overnight as 
follows: 
- At main study termination 

(on the day of dissection): All main study animals. 


- At the end of the recovery period 
(on the day of dissection): All recovery animals 


In total 209 samples (2074 aliquots) were collected. No blood sample for dose 
exposure examination could be collected from the male animal no. 130 (group 6) 
as the animal died during blood withdrawal on test day 17 such that only the 
samples for the laboratory examinations could be obtained. Further, for a few 
animals, the blood volume sampled was not sufficient for 10 aliquots of 100 uL 
serum each but yielded only 7 to 9 aliquots. 


After collection of sufficient whole blood in serum separator tubes (Sarstedt®, 
Germany), the blood samples were allowed to clot for at least 30 minutes before 
centrifugation. Immediately after centrifugation, the serum was frozen and stored 
at -80°C +8°C until shipment for analysis. 


The samples were labelled with the study number, species, animal number, type of 


sample, purpose (dose exposure), aliquot no., group number, test day and date. 
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Following advance notice by e-mail (to: (b)(6) and 
(b) (6) ), the dose exposure samples were dispatched on dry 


ice via courier as given in the text table below. 


Text table 3-16: Shipping schedule of dose exposure samples 
Shipped by | Delivered to the Aliquots Consignee 
[BI Sponsor included 
Groups 1, 2, 4, 6 Aliquots 
Н # 
06 Арг 2020 07 Арг 2020 1. ~ 1 w 5 BioNTech RNA 
= (п = ) Pharmaceuticals 


Groups 3, 5", 7 Aliquots  |(b) (6) 
09 Арг 2020 09 Арг 2020 NS study 1 to 10* 
= 60 (n = 586) |An der Goldgrube 12 
Groups 1 to 7 Aliquots 95131 Mainz 
30 Apr 2020| 30 Арг 2020 E 1 о 10* |Germany 
= 70 (п = 698) 


As far as available. For a few animals, less than 10 aliquots (but at least 7 aliquots) per 
sampling were available as the blood volume sampled was not sufficient to yield 10 
aliquots of 100 uL serum each. 


** No blood sample could be collected from the male animal no. 130 (group 6) as the 
animal died during blood withdrawal. 


The samples were analysed for immunogenicity of the test items by BioNTech SE, 
Germany, under the responsibility of the Sponsor. An analytical report was 
forwarded to 99 (see Section 4.12 and Appendix 4). 


3.8.9 Ophthalmological and auditory examinations 


Examinations were performed on all main study and recovery animals before first 
dosing and at the end of the dosing period (groups 1 to 5 and 7: test day 16, 
group 6: test day 9), and for all recovery animals at the end of the recovery period 
(groups 1 to 5 and 7: test day 37, group 6: test day 30). 


The eyes were examined with a HEINE ophthalmoscope. After examination of the 
pupillary reflex, mydriasis was produced by instillation of STULLN9 eye drops 
(Ankerpharm GmbH, 07407 Rudolstadt, Germany) onto the cornea. 


The following ocular structures were examined: 
• Adnexa oculi (i.e. lids, lacrimal apparatus), conjunctiva 
• Cornea, anterior chamber 


e Lens, vitreous body, fundus (retina, optic disc) 


The auditory acuity was checked with a simple noise test. 
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3.8.10 Pathology and histopathology 
3.8.10.1 Necropsy 


For groups 1 to 5, and 7, necropsy was scheduled for test day 17 (approximately 
48 hours after the last administration) for the main study animals and for test day 
38 for all animals allocated to the recovery period. 


For group 6 necropsy was scheduled for test day 10 (approximately 48 hours after 
the last administration) for the main study animals and for test day 31 for all 
animals allocated to the recovery period. 


The animals were sacrificed and dissected following a randomization scheme. 


The animals were euthanized by carbon dioxide (CO2) inhalation, exsanguinated by 
cutting the aorta abdominalis, weighed, dissected, and inspected macroscopically 


under the direction of a pathologist. 


АП superficial tissues were examined visually and by palpation. The cranial roof 
was removed to allow observation of the brain, pituitary gland and cranial nerves. 
After ventral midline incision and skin reflection, all subcutaneous tissues were 
examined. The condition of the thoracic viscera was noted with due attention to 
the thymus, lymph nodes and the heart. 


The abdominal viscera were examined before and after removal; the urinary 
bladder was examined externally and by palpation. The gastro-intestinal tract was 
examined as a whole, and stomach and caecum were incised and examined. The 
lungs were removed and all pleural surfaces were examined under suitable 
illumination. The liver and the kidneys were examined. Any abnormalities in the 
appearance and size of the gonads, adrenal glands, uterus, intraabdominal lymph 
nodes and accessory reproductive organs were recorded. 


None of the satellite animals was dissected and examined macroscopically as none 
of these animals had deceased or was prematurely sacrificed. 


The erroneously administered animals (see Section 3.7) were not dissected. 


The animals no. 76 and no. 130 which died during blood withdrawal closely 
before the pending terminal sacrifice on test day 17 were dissected immediately 


after the incident. 
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The organs listed in the text table below were weighed before fixation. 


Text table 3-17: Weighed organs 


Weighed organs 
Adrenal gland (2) Ovary (2) 
Pituitary gland 


Epididymis (2) Prostate 


Testicle (2) 
Thymus 
Thyroid (1, 


The paired organs were identified as left or right and weighed individually. 


Organ/body weight ratios were calculated (using the body weight at autopsy 
obtained after exsanguination at necropsy) and are presented as relative organ 


weights (in g/kg b.w.). 


3.8.10.2 Organ preservation 


The organs or parts of organs of all animals listed in the text table on the following 
page were fixed in 7% neutral buffered formalin, except for the eyes which were 
fixed in Davidson's solution, and the testes which were fixed in modified 


Davidson's solution for optimum fixation. 
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Text table 3-18: Tissues collected for preservation 


Tissues preserved for histopathology 


Parathyroids 


# Preputial gland (2) 


Salivary glands (mandibular, 
parotid, sublingual) 


Intestine, small (duodenum, jejunum, ileum, 
Swiss roll method) 


Uterus (including cervix) 


# Zymbal's gland (2) 


Lymph node (7, draining administration 
site: iliac) 


# The tissues marked with the hash sign ('#') were preserved, but not further processed. 


They may be evaluated if requested by the Sponsor. So far, no evaluation was 
performed by (9 (9, 
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3.8.10.3 Bone marrow 


During dissection, fresh bone marrow was obtained from the os femoris (3 air- 
dried smears per animal) of the first 5 main study animals per sex and group, and 
of all recovery animals and stained as given in the text table below. 


Text table 3-19: Staining of bone marrow smears 


Number of stainings 
Pappenheim eem | бете 
Main study Groups 1, 2 and 4 ИШГЕ 


(5 animals per sex 


and grou 
У Groups 3, 5 and 7 [44022 ШИГ 
Recovery Groups 1, 2 and 4 а ама 


(5 animals per sex | Group6 | | | 6 
and group) 
Groups 3, 5 and 7 


The stained bone marrow smears may be evaluated, if requested by the Sponsor 
(details are to be stated in a Study Plan amendment). So far, no evaluation of bone 


marrow smears was performed by (9 (9, 


3.8.10.4. Histopathology 


The organs listed in Section 3.8.10.2, with the exception of the organs marked 
with the hash sign ('#'), of all main study and recovery animals of all groups were 
examined  histopathologically after preparation of paraffin sections апа 


haematoxylin-eosin staining. 


Parathyroids cannot always be identified macroscopically. They were examined 
microscopically if in the plane of section and in cases they were noted as grossly 
enlarged. 


Blood smears prepared for haematological examination (see Section 3.8.7.1) are 
available for a possible examination of pathological changes but may be examined 
and evaluated only depending on necropsy findings and upon agreement with the 


Sponsor. So far, no examination was performed. 
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3.8.11 Statistics 


АП toxicology and pathology data were captured, as far as possible, using the 
departmental computerized systems (Provantis? Integrated preclinical software, 
version 10.2, Instem LSS Ltd., Stone, Staffordshire ST15 OSD, United Kingdom). 
Raw data not fully compatible with the computerized systems were maintained on 
paper according to appropriate SOPs. 


The test item-treated groups 2 to 5 and 7 were compared to the control group 1. 
The test item-treated group 6 was compared to the control group 1 as far as 
possible. Due to the earlier sacrifice of the animals of group 6 (main study animals: 
test day 10, recovery animals: test day 31), the following parameters of group 6 
were statistically compared to the control group on test day 4 only: 


- Haematology and coagulation 

- Clinical chemistry 

- Urinalysis 

- Cytokines 

- Acute phase proteins 

- Relative and absolute organ weights 


The statistical methods described in the text table below were used for the data 
captured with the Provantis system. 


Text table 3-20: Statistical methods 


Statistical method Parameters analysed 


Multiple t-test based on DUNNETT, C. W. Body weight / Food consumption / 

New tables for multiple Comparisons Haematology and coagulation / 

with a control Clinical chemistry / Acute phase proteins / 
Biometrics, 482-491 (Sept 1964) Urinalysis / Cytokines / Relative and 


absolute organ weights 
(p < 0.05 and p x 0.01) 


Exact test of R. A. FISHER Histopathology 
(if applicable) (p < 0.05) 


The following settings were used for the statistical evaluation of the parametrical 
values captured by Provantis (see flow chart of decision tree on page 59): 


Homogeneity of variances and normality of distribution were tested using 
BARTLETT's test and SHAPIRO-WILK's test. In case of heterogeneity and/or non- 
normality of distribution, stepwise transformation of the values into logarithmic or 
rank values was performed prior to ANOVA. If the ANOVA yielded a significant 
effect (p < 0.05), intergroup comparisons with the control group were made by 
DUNNETT's test (see above). 


The statistical procedures were used for all data. Statistically significantly different 
data are indicated in the tables of Section 5 (‘TABLES’) of the report. 
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Flow Chart of Decision Tree of ANOVA and Dunnett's Test Calculation 


Descriptive Statistics 
(Size (N), Mean, SD) 


Has the data a normal distribution (Shapiro Wilk test) 
and a homogeneous variance (Bartlett test)? 


No 
(p < 0.05) 


Yes Transformation into 
(p > 0.05) logarithmic values 


Has the data a normal distribution (Shapiro Wilk test) 


and a homogeneous variance (Bartlett test)? 


No 
(p < 0.05) 


Yes 
(p > 0.05) 


Transformation into 
rank values 


ANOVA 
Are the mean values of the groups statistically different? 


Yes 
(p < 0.05) 


Мо 
(р > 0.05) 


Comparison of the individual 
dose groups with 
the control group 


No further 
testing 


(Dunnett test) 


7 FDA-CBER-2021-5683-0765777 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 60 (b) (4) 
Amendment No. 1 to Final Report 


4. RESULTS 
4.1 Local tolerance 


BNT162a1 - Groups 2 and З 
Treatment period 


Very slight to moderate oedema were noted for all animals following the 1st, 2nd, 
and/or 3rd injection of 10 or 30 ug BNT162a1/animal on test days 1, 8, and 15. 


Male and female animals treated with 10 or ЗО ug BNT162a1/animal (group 2) 
revealed very slight to well-defined erythema following the 1st or 2nd injection (up 
to 96h after administration), and/or the 3rd injection (up to 48h after 
administration). In addition, all male and female animals of administered 30 yg 
BNT162a1/animal revealed а scabby skin at the injection site at 96 h after the 1st 
administration (on test day 4, see column 'F' in Table 1-2). Severe erythema 
(grade 4) for 5 of 15 male animals and 4 of 15 female animals treated with 10 ug 
BNT162a1/animal (group 3) was noted on test day 14 (144 h after the 2nd 
administration on test day 8), but was resolved prior to the 3rd injection. 


Further, the injection site appeared to be painful for 4 of 15 male animals and 12 
of 15 female animals treated with the high dose of 30 ug BNT162a1/animal on 
test day 9 (for one male animal also on test day 10) following administration of 
the 2nd dose on test day 8. 


On test day 14 (day before 3rd administration), eschar formation was observed at 
the injection site for 5 male and 6 female animals treated with of 30 ug 
BNT162a1/animal (group 2). Therefore, on test day 15, the male animals nos. 32, 
34, 37, 39 and 42, and the female animal no. 60 were dosed intramuscularly in 
the left hind leg instead of the right hind leg as during the previous 
administrations. In the affected animals, both administration sites were fixed at 
necropsy and processed for histological examinations. 


The macroscopic inspection at necropsy revealed an indurated and/or thickened 
injection site for all main study animals treated with 30 ug BNT162a1/animal and 
for the majority of animals treated with 10 ug BNT162a1/animal. For a few 
animals, an incrustation was noted at the injection site (high dose: 2 males and 2 


females, low dose: one male). 


All findings described above are considered to be test item-related based on the 
increases incidence and/or severity observed compared with buffer controls. The 
findings are considered to be related to immune responses at the site of vaccine 


administration. 
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Recovery period 
Very slight to slight oedema were still noted for nearly all animals previously 


treated with 10 or 30 ug BNT162a1/animal during the early part of the recovery 
period (following the 3rd injection on test day 15). No dose-dependency was 
observed. All oedema had subsided as of test day 29 (i.e. 336 h after the last 
administration) at the latest. 


АП male and female animals administered ЗО ug BNT162a1/animal revealed severe 
erythema (grade 4) at 96 h after the last test item injection (test day 19). In the 
majority of animals, this skin reddening had subsided at 240 h p.a. (test day 25). 
Only 2 male and 2 female animals revealed erythema up to 432 h p.a. (test 
day 33). The skin reddening is considered to be test item-related. 


At the end of the recovery, any local skin reactions with regard to erythema, 
oedema, indurations, and/or hardenings had subsided. 


No abnormalities were noted at the injection site(s) of any animal at macroscopic 


inspection at necropsy at the end of the recovery period. 


BNT162b1 - Groups 4 and 5 
Treatment period 


Very slight (mostly) to moderate (rarely) oedema were noted for all animals 
following the 1st, 2nd, and/or 3rd injection of 30 or 100 ug BNT162b1/animal on 
test days 1, 8, and/or 15. In the high dose group 5, the two injection sites were 
occasionally affected to a different degree. In addition, individual animals of the 
low dose group treated with 30 ug BNT162b1/animal (group 4) also revealed very 
slight erythema, observed only at 24h following injection. No dose-dependency 
was observed for the skin reactions. All effects had subsided by 96 h p.a. after 
each of the first two injections. 


Severe erythema (grade 4) for 3 female animals (nos. 136, 137, and 146) treated 
with 100 ug BNT162b1/animal (group 5) was observed only on test day 14 
(144 h after the 2nd administration on test day 8) and is considered test item 
related. This observation was no longer present prior to the 3rd injection. 


An indurated and/or thickened injection site was noted for 7 male and 6 female 
animals per group and dose level for the main study animals treated with ЗО or 
100 ug BNT162b1/animal at macroscopic inspection at necropsy. 
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Recovery period 
Very slight (mostly) to well-defined (rarely) oedema for nearly all animals 


administered 30 ug BNT162b1/animal, and very slight (mostly) to moderate 
(rarely) oedema for nearly all animals administered 100 wg BNT162b1/animal were 
still noted during the early part of the recovery period (following the 3rd injection 
on test day 15). All oedema had subsided by test day 35 (i.e. 480 h after the last 


administration). 
No abnormalities were noted at the injection site(s) of any animal at macroscopic 


inspection at necropsy at the end of the recovery period. 


BNT162c1 - Group 6 
Treatment period 


Very slight (mostly) to moderate (rarely) oedema were noted for all animals 
following the 1st and/or 2nd injection of 30 ug BNT162c1/animal on test days 1 
and/or 8. In addition, individual male and female animals also revealed very slight 
erythema, observed only at 96 h after the 1st injection. All effects had subsided 
by 144 h p.a. after of the first injection (test day 7). 


The macroscopic inspection at necropsy revealed an indurated and/or thickened 
injection site for all male and female main study animals treated with 30 yg 
BNT162c1/animal. In addition, an incrustation was noted at injection site of one 


male and one female animal. 


Recovery period 


Very slight (mostly) to severe (very rarely) oedema were still noted for nearly all 
animals previously treated with 30 ug BNT162c1/animal during the early recovery 
period (following the 2nd injection on test day 8). In addition, individual animals 
also revealed a severe erythema, observed only at 144 h following injection (test 
day 14). In nearly all male and female animals, all local skin reactions had subsided 
until test day 16 (i.e. 192 h after the last administration). Only one male animal 
(no. 162) still presented with reddened skin (scored as severe "erythema" up to 
test day 24, followed by very slight slight degree up to test day 30) accompanied 
by an incrusted wound and scar tissue formation. This finding is attributed to test 
article-associated inflammation at the injection site. 


One male animal (no. 179) revealed eschar formation in a skin area on the right leg 
that was near to but outside the location used for test item injection on test days 
18 to 24. This finding is not considered to be related to the test item 
administration but to be related to the shaving procedure in advance of the start of 


treatment. 


No abnormalities were noted at the injection site(s) at macroscopic inspection at 
necropsy at the end of the recovery period. 
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BNT162b2 - Group 7 
Treatment period 


Very slight to severe (very rarely) oedema were noted for all animals following the 
1st, 2nd, and/or 3rd injection of 100 ug BNT162b2/animal on test days 1, 8, 
and/or 15. All oedema noted after the 1st or 2nd injection had subsided by 
96 h p.a. after the respective administration. 


In addition, a few female animals also revealed very slight erythema following 24 
to 96 h following the 1st or 2nd injection. For individual male and female animals, 
skin reddening (scored as "severe" erythema) was observed only at 144 h after 
the 2nd injection, but was resolved prior to the 3rd injection. 


The macroscopic inspection at necropsy revealed an indurated and/or thickened 
injection site for 7 of 10 male and 9 of 10 female main study animals treated with 
100 ug BNT162b2/animal. 


Recovery period 
Very slight (mostly) to moderate (rarely) oedema were still noted for all animals 


previously treated with 100 ug BNT162b2/animal during the early part of the 
recovery period (following the 3rd injection on test day 15). АП local skin reactions 
had subsided by 336 h p.a. (test day 29). 


No abnormalities were noted at the injection site(s) at macroscopic inspection at 


necropsy at the end of the recovery period. 


Histopathological examination of injection sites 
Treatment period 


The histopathological examination revealed test item-related injection site findings 
in all groups, characterized by mostly moderate inflammation (up to marked) in 
males and moderate inflammation in females. The most severe findings were noted 
consistently in animals administered 100 ug BNT162b1/animal and 100 ug 
BNT162b2/animal, followed by animals administered 30 ug BNT162a1/animal. The 
inflammation was characterized by infiltrates of macrophages, granulocytes, and 
lymphocytes into the muscle, and variably into the dermis and subcutis, at the 
injection site. Injection site inflammation was associated with mostly moderate 
oedema, mostly mild myofiber degeneration, occasional muscle necrosis, and 
mostly mild fibrosis. Skin ulceration (mild and moderate) was identified in some 
males and females administered either 10 or 30 ug BNT162a1/animal and one 
animal administered 30 ug BNT162c1/animal. There were no notable injection site 
findings in control-item administered groups. Inflammation extended into tissues 
adjacent to the injection site, including mammary tissue, perineural tissue of sciatic 


nerve, tissue around the femur / knee and to the draining lymph node (iliac). 
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Recovery period 
Microscopic findings noted at the injection sites were partially or fully resolved at 


the end of the 3-week recovery phase. A few inflammatory lesions were still noted 


at the injection sites and the surrounding tissue of some animals. 


Microscopic injection site findings correlated with macroscopic findings of 


thickening, induration, and incrustation. 


General observations of local intolerance reactions are given in Table 1-1 (Local 
tolerance - General observations) and observations of erythema, oedema, 
indurations, and/or hardenings are listed in Table 1-2 (Local tolerance - Erythema, 
Oedema, Induration, Hardening). 


For detailed listings of histopathological findings at the injection sites, refer to Text 
table 4-24 (10 or 30 ug BNT162a1/animal, groups 2 апа 3), Text table 4-25 (30 
or 100 ug BNT162b1/animal, groups 4 and 5), and Text table 4-26 (30 ug 
BNT162c1/animal, group 6, and 100 ug BNT162b2/animal, group 7). 


4.2 Clinical signs 


BNT162a1 - Groups 2 апа З, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
and BNT162b2 - Group 7 
Treatment and recovery period 


None of the male and female animals treated intramuscularly with 10 or 30 ug 
BNT162a1/animal (groups 3 and 2), 30 or 100 wg BNT162b1/animal (groups 4 
and 5), ог 100 ug BNT162b2/animal (group 7) on test days 1, 8, and 15 
(3 administrations), or with 30 ug BNT162c1/animal (group 6) on test days 1 
and 8 (2 administrations) revealed any test item-related systemic changes in 
behaviour, external appearance, or consistency of faeces. 


A summary of clinical observations is given in Table 2-1 (Clinical Signs - 
Summary), the individual observations are listed in Table 2-2 (Clinical Signs - 
Individual Data). 


4.3 Mortality 


BNT162a1 - Groups 2 and 3, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
and BNT162b2 - Group 7 
Treatment and recovery period 


No test item-related deaths were noted for any treatment. 
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The female animal no. 76 treated with 30 ug BNT162a1/animal (group 3) and the 
male animal no. 130 treated with 30 ug BNT162b1/animal (group 5) died during 
the blood sampling for dose exposure examination on test day 17 (day of 
dissection). However, the deaths of these animals are not considered to be test 
item-related but to be related to the stress caused by the technical procedure of 
blood withdrawal from the retrobulbar venous plexus under isoflurane anaesthesia 
after the animals had been fasted overnight. 


The macroscopic inspection at necropsy did not reveal any abnormalities for 
animal no. 76. An enlarged spleen, enlarged adrenal glands, and an enlarged iliac 
lymph node were noted for animal no. 130. The absolute weight of the spleen was 
increased by approx. 2196 compared to the mean value of the control group. 
However, these findings are not considered to be sufficient to causally explain the 
animal's premature death. In summary, the histopathological examination did not 
reveal a clear cause of death for any of the deceased animals. 


As the animals died during terminal anaesthesia, closely before the pending 
sacrifice, and were dissected immediately after death, the organ weight data from 
these animals were included into statistical analysis as scheduled. 


4.4 Body weight 


Mean values per group and individual data of body weight, body weight gain, and 
body weight at autopsy are listed in Table 3-1 (Body Weight - Summary), 
Table 3-2 (Body Weight - Individual Data), Table 3-3 (Body Weight Gain- 
Summary), Table 3-4 (Body Weight Gain - Individual Data), and Table 3-5 (Body 
Weight at Autopsy). 


The mean body weight is plotted in Figure 1-1 (male animals) and Figure 1-2 
(female animals) on the following page. 


The mean body weight gain for the treatment period from test day 1 to test day 9 
(group 6) or test day 16 (groups 1 to 5 and 7) and for the recovery period from 
test day 10 to test day 30 (group 6) or test day 16 to test day 37 is shown 
graphically in Figure 1-3 (male animals) and Figure 1-4 (female animals) on page 
72. 


The body weight at autopsy at terminal sacrifice (test day 9 for group 6, test 
day 16 for groups 1 to 5 and 7) and at recovery sacrifice (test day 30 for group 6, 
test day 37 for groups 1 to 5 and 7) is shown graphically in Figure 1-5 (male 
animals) and Figure 1-6 (female animals) on page 73. 
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BNT162a1 - Groups 2 and З 

Treatment period 

The body weight of the male animals treated with the high dose of 30 ug 
BNT162a1/animal (group 2) on test days 1, 8, and 15 was reduced by up to 16.7% 
in comparison to the control animals on test days 2, 8/9, and 15/16 (statistically 


significant at p x O.01 as of test day 2). The body weight gain was reduced 
accordingly by 22 percentage points compared to the control group for the period 
from test day 1 to test day 16. However, the lowered body weight gain over the 
whole treatment period is mainly due to the weight loss observed on each day after 
an administration day. The slope of weight gain increase was the same each time 
between the day after administration until next dosing compared to the control 
group. In summary, the absolute body weight was affected, but the body weight 
gain between dosing was not. Consistent with the lower overall body weight gain, 
the body weight at autopsy was approx. 1796 lower than in the control group on 
test day 17. 


The female animals treated with 30 ug BNT162a1/animal revealed a slight, but 
statistically significant (at p x 0.01 or p x 0.05) reduction of body weights by up 
to 796 compared to the control group on test days 9 and 16 (on the respective day 
after the administrations on test days 8 and 15 in each case). Although changes 
were not always statistically significant for the female animals, the trend is the 
same as for the male animals. The body weight gain was approx. 7 percentage 
points lower than in the control group for the period from test day 1 to test day 
16. The body weight at terminal sacrifice (test day 17) was reduced by only 
approx. 5% compared to the control group indicating some weight re-gain by the 
end of the dosing period. 


The test item-related body weight changes noted for the treatment with 30 yg 
BNT162a1/animal are summarised in the text table below. 


Text table 4-1: | Test item-related body weight changes for BNT162a1 


Test item-related changes in mean body weight compared to the control group [96] 
(refer to Table 3-1) 


Group 2: 30 ug BNT162a1/animal 


None No test item-related change. 


*/** Statistically significant at p < 0.01 / p < 0.05 (based on numerical data, not on 


percent difference). 
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A body weight increase of up to 19.296 noted for the male animals administered 
10 ug BNT162a1/animal (group З) in comparison to the control animals on test 
days 1, 2, and 8 (statistically significant at p x 0.01) was due to their older age 
(+6 days) at start of the study (staggered start, refer to Section 2.7). However, 
the body weight gain from test day 1 to test day 16 was decreased compared to 
the control animals, resulting in slightly lower body weights than in the control 
group on test day 16. The body weight gain was decreased by approx. 
25 percentage points compared to the control group for the period from test day 1 
to test day 16. 


The female animals treated with 10 ug BNT162a1/animal (group 3) on test days 1, 
8, and 15 revealed a slight decrease of body weight by up to 5.296 in comparison 
to the control animals on test days 9, 15 and 16. Their body weight gain from test 
day 1 to test day 16 was only approx. 6 percentage points lower compared to the 
control group. 


The body weight at autopsy was not affected for the male animals and only 
marginally decreased for the female animals administered 10 ug ВМТ162а1/атта! 
(group 3) compared to the control group at terminal sacrifice on test day 17. 
However, due to the older age slightly higher body weights than in the control 
group were expected. Therefore, a slight effect on the body weight and the body 
weight gain due to the treatment with 10 ug BNT162a1/animal cannot be ruled 
out completely. 


Recovery period 


No noteworthy changes were noted for the body weights of the male and female 
animals previously treated with 10 or 30 ug BNT162a1/animal (groups З and 2) in 
comparison to the control animals at the end of the recovery period. The body 
weight gain of the animals was up to approx. 16 percentage points higher 
compared to the control group for the period from test day 16 to test day 37. 


BNT162b1 - Groups 4 and 5 

Treatment period 

The body weight of the male animals treated with 30 ug BNT162b1/animal on test 
days 1, 8, and 15 (group 4) was reduced by up to 8.896 in comparison to the 
control animals on test day 16 (statistically significant at p x 0.01). The body 
weight gain was reduced accordingly by 12 percentage points compared to the 
control group for the period from test day 1 to test day 16. The body weight at 
autopsy was 7.396 lower than in the control group on test day 17. 
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No noteworthy differences were noted for the body weight, the body weight gain, 
and the body weight at autopsy between the female animals treated with 30 ug 
BNT162b1/animal (group 4) and the control group until the end of the treatment 


period. 


Up to test day 8, the male animals treated with 100 ug BNT162b1/animal on test 
days 1, 8, and 15 (group 5) revealed higher body weights than the control group 
animals due to their older age (+6 days compared to the control animals), but a 
body weight decrease by up to 9.396 compared to the control group as of test 
day 9 (statistically significant at p x 0.01 on test days 9 and 16). The body 
weight gain was reduced by approx. 31 percentage points compared to the control 
group for the period from test day 1 to test day 16. The body weight at autopsy 
was approx. 596 lower than in the control group on test day 17. 


The female animals treated with 100 ug BNT162b1/animal revealed a statistically 
significant (at p < 0.05) reduction of body weight by 6.196 compared to the 
control group on test day 9, but there were no noteworthy differences for the 
body weight, the body weight gain, and the body weight at autopsy in comparison 
to the control group on test day 17. 


The body weight changes that are considered to be related to the treatment with 
BNT162b1 are summarised in the text table below. 


Text table 4-2: Test item-related body weight changes for BNT162b1 


Test item-related changes in mean body weight compared to the control group [96] 
(refer to Table 3-1) 


BNT162b1 
Group 4: 30 џд/атта! Group Б: 100 џд/атта! 


Females Females 


None No test item-related change. 
*[** Statistically significant at p < 0.01 / p < 0.05 (based on numerical data, not on 
percent difference). 


Recovery period 


No noteworthy changes were noted for the body weights of the male and female 
animals previously treated with 30 or 100 ug BNT162b1/animal (groups 4 and 5) 
in comparison to the control animals at the end of the recovery period. The body 
weight gain of the animals was up to approx. 9 percentage points higher 
compared to the control group for the period from test day 16 to test day 37 
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BNT162c1 - Group 6 
Treatment period 


Up to test day 8, the male animals treated with 30 ug BNT162c1/animal (group 6) 
revealed body weights that were up to 1796 higher than in the control group due 
to their older age (+6 days compared to the control animals). On test day 9, a 
body weight reduction of 4.396 was noted compared to the control group (not 
statistically significant at p x 0.01 or p < 0.05). No body weight gain was noted 
for the period from test day 1 to test day 9 whereas the body weight gain in the 
control group was 21.3496 for that period. The body weight at autopsy was 
approx. 1796 lower compared to the control group's body weight at autopsy on 
test day 10 although the animals in group 6 and in the control group had a 
comparable age at sacrifice (group 6: 70 days, control group: 71 days). 


The female animals treated with 30 ug BNT162c1/animal revealed a statistically 
significant (at p < 0.01) reduction of body weight by 7.096 compared to the 
control group on test day 9. There was a marginal body weight gain of only 
approx. 1.596 for the period from test day 1 to test day 9. The body weight at 
autopsy was approx. 1296 lower compared to the control group's body weight at 
autopsy on test day 10 (the females had the same age as the males, see above). 


Recovery period 


No noteworthy changes were noted for the body weights of the male and female 
animals previously treated with 30 ug BNT162c1/animal in comparison to the 
control animals at the end of the recovery period. The body weight gain of the 
animals appeared to be higher compared to the control group for the period from 
test day 9 to test day 30 (not quantifiable due to the different time course). 


BNT162b2 - Group 7 
Treatment period 
Up to test day 8, the male animals treated with 100 ug BNT162b2/animal 


(group 7) revealed body weights that were up to 1696 higher than in the control 
group due to their older age (+6 days compared to the control animals). A body 
weight reduction of up to 11.396 was noted compared to the control group on test 
days 9, 15, and 16 (statistically significant at p < 0.01 on test days 9 and 16). 
There was a body weight gain of only approx. 596 for the period from test day 1 
to test day 16, which is approx. 32 percentage points lower compared to the 
control group. The body weight at autopsy was approx. 896 lower compared to 
the control group on test day 17. 
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The female animals treated with 100 ug BNT162b2/animal revealed a reduction of 
body weight by up to 6.8 96 compared to the control group starting on test days 2 
to 16 (statistically significant at p < 0.01 or p x 0.05 оп test days 9 and 16). А 
body weight gain of approx. 696 was noted for the period from test day 1 to test 
day 16, being approx. 10 percentage points lower compared to the control group. 
No noteworthy difference was noted for the body weight at autopsy between the 
females treated with 100 ug BNT162b2/animal and the females of the control 
group on test day 17. 


Recovery period 


No noteworthy changes were noted for the body weight, body weight gain, and 
body weight at autopsy of the male animals previously treated with 100 ug 
BNT162b2/animal in comparison to the control animals at the end of the recovery 
period. The body weight of the female animals was consistently slightly lower 
compared to the control group, despite of their older age. The body gain from test 
day 16 to test day 37 was nearly identical to that of the control group. At the end 
of the recovery period, there was no noteworthy difference in body weight 
between the two groups. 


Statistically significant differences observed for the body weight between any test 
item-treated group and the control group as listed in the text table below are not 
considered to be test item-related but to be coincidental changes. 


Text table 4-3: Statistically significant body weight changes considered not test item- 
related 


Body weight changes compared to the control group considered not test item-related 
(refer to Table 3-1) 


e nom Dose Test | Change Statistical Hanson 
[ug/animal] day [96] significance 


Т Ст [эз [ьш [А 
[s оо |»«oo | ^ | 


100 m +17.3 p < 0.01 А 


p < 0.01 
* Test item 1: BNT162a1 - Groups 2 and 3 

Test item 3: BNT162b1 - Groups 4 and 5 

Test item 4: BNT162b2 - Group 7 

Test item 5: BNT162c1 - Group 6 


m male 
female 


+ 


A Change is due to the older age of the animals. 
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Figure 1-1 Body weight of male rats treated once weekly, 
mean values per group 


Up to 3 administrations per animal (TD 1/8/15) 


—@— Group 1: Control —A— Group 6: 30 pg BNT162cl/animal 
-Ө- Group2: 30 ро BNT162al/animal —S— Group 7: 100 ро BNT162b2/animal 
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Figure 1-2 Body weight of female rats treated once weekly, 
mean values per group 


Up to 3 administrations per animal (TD 1/8/15) 


—@— Group 1: Control —A— Group6: 30 pg BNT162cl/animal 
-Ө- Group2: 30 ро BNT162al/animal —e— Group 7: 100 ро BNT162b2/animal 
-Ф- Group3: 10 ро BNT162at/animal 
—E— Group 4: 30 pg BNT162b1/animal 
—#— Group 5: 100 ug BNT162b1/animal 
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Figure 1-3 Body weight gain of male rats treated once weekly, 
mean values per group and standard deviation 
Group 1: Control . Group 4: 30 ug BNT162b1/animal 
Group 2: 30 ug BNT162a1/animal Group 5: 100 |10 BNT162b1/animal 
Group 3: 10 pð BNT162a1/animal Group 6: 30 uà BNT162cl/animal 
Group 7: 100 |10 BNT162b2/animal 


Body weight gain [96] 
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Figure 1-4 Body weight gain of female rats treated once weekly, 
mean values per group and standard deviation 
Group 1: Control f Group 4: 30 ug BNT162b1/animal 
Group 2: 30 ug BNT162a1/animal Group 5: 100 |10 BNT162b1/animal 
Group 3: 10|10 В№Т162а1/апіта! Group 6: 30 uà BNT162cl/animal 
Group 7: 100 |10 BNT162b2/animal 


Body weight gain [96] 
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Figure 1-5 Body weight at autopsy, individual data -Males 
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Figure 1-6 Body weight at autopsy, individual data Females 
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4.5 Food and drinking water consumption 
BNT162a1 - Groups 2 and З 


Treatment period 
No test item-related influence was observed on the relative food consumption for 


the male and female animals following intramuscular treatment with 10 ug 
BNT162a1/animal (group 3) on test days 1, 8, and 15 (3 administrations) in 
comparison to the control. 


The relative food consumption of the male animals treated with 30 ug 
BNT162a1/animal (group 2) appeared to be slightly decreased by 5.7% in test 
week 1 and by 7.2% in test week 2 (statistically significant at p < 0.05 and 
p < 0.01). For the female animals of group 2, a slight decrease of the relative 
food consumption by 3.396 in test week 1 and by 4.496 in test week 2 was 
observed (not statistically significant). The effect is considered to be test item 


related. 


Recovery period 


No noteworthy changes were noted for the relative food consumption of the male 
and female animals previously treated with 10 or 30 ug BNT162a1/animal 
(groups 3 and 2) in comparison to the control animals during the recovery period. 


BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, and BNT162b2 - Group 7 


Treatment period and recovery period 
No test item-related influence was observed on the relative food consumption for 


the male and female animals following intramuscular treatment with 10 or 30 ug 
BNT162b1/animal (groups 4 and 5), or 100 ug BNT162b2/animal (group 7) on test 
days 1, 8, and 15 (3 administrations), or with 30 ug BNT162c1/animal (group 6) 
on test days 1 and 8 (2 administrations) in comparison to the control group 
throughout the treatment and recovery period. 


Any differences to the control group are regarded to be within the normal range of 
biological variation. 


The statistically significant differences to the control group's relative food 
consumption that are not considered to be related to any of the test items are 
listed in the text table on the following page. 
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Text table 4-4: Statistically significant changes in relative food consumption considered 
not test item-related 


Statistically significant changes in relative food consumption (refer to Table 4-1) 
in comparison to the control group considered not test-item-related 


Ге [Pn [2 ОЕ 35 
no.* [ug/animal] week [96] significance 
EBENEN Em 


* Test item 1: BNT162a1 - Groups 2 and 3 

Test item 3: BNT162b1 - Groups 4 and 5 

Test item 4: BNT162b2 - Group 7 

Test item 5: BNT162c1 - Group 6 

male 

female 

Change is within limits of normal biological variation and without toxicological relevance. 
Change is due to the lower weight of the respective animals. 

Change is due to the higher weight of the respective animals. 


Om» ^3 


Visual appraisal of the drinking water consumption did not reveal any noteworthy 
differences between any of the test item-treated groups and the control group 
throughout the treatment and recovery period. The consumption was not quantified. 


Mean values per group and individual data of food intake are listed in Table 4-1 (Food 
Consumption - Summary) and Table 4-2 (Food Consumption - Individual Data). 


The mean relative food consumption (in g/kg b.w./day) per group and sex is shown 
graphically in Figure 2-1 (males) and Figure 2-2 (females) on the following page. 
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Figure 2-1 Food consumption of male rats treated once weekly, 
mean values per group 


Up to 3 administrations per animal (TD 1/8/15) 
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Figure 2-2 Food consumption of female rats treated once weekly, 
mean values per group 


Up to 3 administrations per animal (TD 1/8/15) 
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4.6 Body temperature 


BNT162a1 - Groups 2 and З, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
and BNT162b2 - Group 7 
Treatment and recovery period 


Intramuscular treatment with 10 or 30 ug BNT162a1/animal (groups 3 and 2), 30 
ог 100 ug BNT162b1/animal (groups 4 апа 5), ог 100 ug BNT 162b2/animal 
(group 7) on test days 1, 8, and 15 (3 administrations), or with 30 ug 
BNT162c1/animal (group 6) on test days 1 and 8 (2 administrations) led to slightly 
increased body temperatures at 4 h p.a. and/or 24 h p.a. compared to the control 
animals (statistically significant at p x 0.01 or p x 0.05 in many cases). The 
effect appeared to be slightly more pronounced in the groups treated with the 
higher test item dose levels (i.e. groups 2, 5, 6, and 7). 


During the recovery period, the body temperature remained at a slightly higher 
level compared to the control group in all previously test item treated groups. 


The slight body temperature decreases noted for groups 3, 5, 6, and 7 in 
comparison to the control group are considered to be due to the circumstances of 
the time-shift in study conduct for these groups. The body temperature 
measurements of these animals were performed on dates different from those for 
the control and by different staff. 


Mean values per group and individual data of body temperature are listed in 
Table 5-1 (Body Temperature - Summary) and Table 5-2 (Body Temperature - 
Individual Data). 


The mean body temperature per group and sex is shown graphically in Figure 3-1 
(males) and Figure 3-2 (females) on the following page. 
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Figure 3-1 Body temperature of male rats treated once weekly, 
mean values per group 


Up to 3 administrations per animal (TD 1/8/15) 
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Figure 3-2 Body temperature of female rats treated once weekly, 
mean values per group 


Up to 3 administrations per animal (TD 1/8/15) 
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4.7 Haematology and coagulation 


The most consistent test item-related haematologic changes were dose-related 
increases in neutrophils and large unstained cells (LUC), which were seen with all 
test items on test day 17, but were greatest in groups 2, b and 7 and were 
greater in females relative to males. Other test item-related changes included 
decreases in the absolute and relative reticulocyte count (test day 4 only), platelet 
count, and red cell mass (HGB, HCT and RBC; test day 17 only), and increases in 
the numbers of leucocytes, monocytes, eosinophils, basophils and/or fibrinogen 
concentrations. All changes were considered to be related to the primary 
pharmacodynamic activity of the vaccines, which induce a potent immune 


response. 


Increases in fibrinogen levels and leucocytes (most notably neutrophils and LUC), 
were consistent with an acute phase response secondary to immune activation 


and inflammation at the injection sites. 


Decreases in numbers of reticulocytes, RBC and platelets were associated with 
increased bone marrow haematopoiesis, consistent with transient, secondary or 
peripheral effects. Transient reticulocyte decreases (test day 4 only) were likely 
secondary to the acute phase response and inflammation. Effects on red cell mass 
were limited to minimal decreases in RBC, HGB, and HCT on test day 17. Platelet 
decreases were small in magnitude and not expected to result in bleeding. They 
were likely secondary to inflammation-related platelet activation and consumption. 
There were no thrombi evident microscopically. 


BNT162a1 - Groups 2 and З 
Treatment period 


Test item-related changes included decreases in the absolute and relative 
reticulocyte count, the number of platelets, and red cell mass, and increases in the 
numbers of leucocytes, neutrophils, monocytes, large unstained cells (LUC), 
basophils and/or the levels of fibrinogen. All changes fully reversed by the end of 


the recovery phase. 


The test item-related changes noted for the animals treated with 10 ug 
BNT162a1/animal (group 3) or 30 ug BNT162a1/animal (group 2) are given in the 
text table on the following page. 
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Text table 4-5: Test item-related changes іп haematological and coagulation parameters 
for the treatment with BNT162a1 


Test item-related changes in haematological and coagulation parameters, 
groups 2 and 3 compared to the control group in % (refer to Table 6-1) 
BNT162a1 


[ maes | реш» | Males | Females | 
Pasen | ое | ме | wone | zT 
[Monocytes (Mono) abs | None | None | «990 |9945” 


Large unclassified cells ИЕ Е 
(LUC), abs. EM + 644.9 + 574.7 


Basophils (Baso), abs. +119.2** 


Test day 17 
Haemoglobin (HGB) 
Erythrocytes (RBC) 


[Haemoglobin (HGB) — | | Noe | 
[Erythrocytes (REC) | | | Noe | 
+130.0** 
abs. absolute 

None No test item-related change. 

uidi Statistically significant at p x 0.01 / p < 0.05 (based on numerical data, not on 


percent difference). 


Recovery period 


No noteworthy differences were noted for any haematological or coagulation 
parameter between the animals previously treated with 10 ug BNT162a1/animal 
(group 3) ог 30 ug BNT162a1/animal (group 2) and the control animals at the end 
of the treatment period. All test item-related changes previously noted during the 
treatment period had subsided. 
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BNT162b1 - Groups 4 and 5 
Treatment period 


Test item-related changes included decreases in the absolute and relative 
reticulocyte count, the number of platelets, and red cell mass, and increases in the 
numbers of leucocytes, neutrophils, eosinophils, monocytes, large unstained cells 
(LUC), basophils and/or the levels of fibrinogen. АП changes fully reversed by the 
end of the recovery phase. 


The test item-related changes noted for the animals treated with 30 or 100 ug 
BNT162b1/animal (groups 4 and 5) are given in the text table below. 


Text table 4-6: — Test item-related changes in haematological and coagulation parameters 
for the treatment with BNT162b1 


Test item-related changes in haematological and coagulation parameters, 
groups 4 and 5 compared to the control group in 96 (refer to Table 6-1) 


BNT162b1 


Parameter Group 4: 30 ug/animal Group 5: 100 ug/animal 


Test day 4 


+ 250.6* * 


Теѕї дау 17 


Haemoglobin (HGB) -13.5** 
Erythrocytes (ВВС) -9.5** 
Haematocrit (HCT) -14.7** 
Leucocytes (WBC) +102.7** 
Platelets (PLT) | Мое | -2509 | .344** 


Neutrophils (Neut), abs. | +304.2** +486.1** +447.3** +636.3** 
+113.8** 
+440.4** 
+714.3** 
+126.3** 
+161.4** 

abs. absolute 

None No test item-related change. 

к Statistically significant at p x 0.01 / p x 0.05 (based on numerical data, not on 


percent difference). 
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Recovery period 
No noteworthy differences were noted for any haematological or coagulation 


parameter between the animals previously treated with 30 or 100 ug 
BNT162b1/animal (groups 4 and 5) and the control animals at the end of the 
treatment period. All test item-related changes previously noted during the 
treatment period had subsided. 


BNT162c1 - Group 6 

Treatment period 

Test item-related changes included decreases in the absolute and relative 
reticulocyte count, the number of platelets, and red cell mass, and increases in the 
numbers of leucocytes, neutrophils, monocytes, large unstained cells (LUC), 
basophils and/or the levels of fibrinogen. All changes fully reversed by the end of 
the recovery phase. 


The test item-related changes noted for the animals treated with 30 ug 
BNT162c1/animal (group 6) are given in the text table below. 


Text table 4-7: | Test item-related changes in haematological and coagulation parameters 
for the treatment with BNT162c1 


Test item-related changes in haematological and coagulation parameters, 
group 6 compared to the control group in 96 (refer to Table 6-1) 


Group 6: 30 ug BNT162c1/animal 
ins Males | 


Test day 4 


ЖЕТТТ "TT 


Reticulocytes (absolute) -74.9** -59.3** 


+ 360.7** 


+ 130.8** 
- Text table continued on the next page - 
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Test item-related changes in haematological and coagulation parameters, 
group 6 compared to the control group in 96 (refer to Table 6-1) 


Group 6: 30 ug BNT162c1/animal 
аши Males | 


- Text table continued from previous page - 
Test day 10 


Haemoglobin (HGB) None 


Erythrocytes (RBC) 
Haematocrit (HCT) 
Leucocytes (WBC) 
Platelets (PLT) 
Neutrophils (Neut), abs. 
Monocytes (Mono), abs. 


Large unclassified cells 
(LUC), abs. 


Башан [шә E 
Emm | — Wm | —31— — 
жешет мше | —31— — 
uem [EP 
төн, у — | — у — 
Renoons eae [BP 
ee ИИ НК — 
ame | 


abs. absolute 


T Increase relative to study control range, but 96 difference not quantifiable due to 
lacking concurrent controls. 

| Decrease relative to study control range, but 96 difference not quantifiable due to 
lacking concurrent controls. 

None No test item-related change. 

ape Statistically significant at p < 0.01 / p < 0.05 (based on numerical data, not on 


percent difference). 


Recovery period 


No noteworthy differences were noted for any haematological or coagulation 
parameter between the animals previously treated with 30 ug BNT162c1/animal 
(group 6) and the control animals at the end of the treatment period. All test item- 
related changes previously noted during the treatment period had subsided. 


BNT162b2 - Group 7 
Treatment period 


Test item-related changes included decreases in the absolute and relative 
reticulocyte count, the number of platelets, and red cell mass, and increases in the 
numbers of leucocytes, neutrophils, eosinophils, monocytes, large unstained cells 
(LUC), basophils and/or the levels of Нрпподеп. АП changes fully reversed by the 
end of the recovery phase. 


The test item-related changes noted for the animals treated with 100 ug 
BNT162b2/animal (group 7) as given in the text table on the following page. 
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Text table 4-8: Test item-related changes in haematological and coagulation parameters 
for the treatment with BNT162b2 


Test item-related changes in haematological and coagulation parameters, 
group 7 compared to the control group in 96 (refer to Table 6-1) 


Group 7: 100 ug BNT162b2/animal 
iil мав 


Test day 4 


T295.5** 


T150.0** 


T605.8** 
+419.3** 


+685.2** 


+146.7** 
+ 205.2** 


abs. absolute 
None No test item-related change. 
Тт Statistically significant at p x 0.01 / p x 0.05 (based оп numerical data, not on 


percent difference). 


Recovery period 


No noteworthy differences were noted for any haematological or coagulation 
parameter between the animals previously treated with 100 ug BNT162b2/animal 
(group 7) and the control animals at the end of the treatment period. All test item- 
related changes previously noted during the treatment period had subsided. 


FDA-CBER-2021-5683-0765802 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 85 (b) (4) 
Amendment No. 1 to Final Report 


No test item-related effects were observed for the the numbers of lymphocytes, 
the prothrombin time (PT), the activated partial thromboplastin time (aPTT), the 
mean corpuscular volume (MCV), the mean corpuscular haemoglobin (MCH), the 
mean corpuscular haemoglobin concentration (MCHC), the mean platelet 
(thrombocyte) volume (MPV), the relative volume of thrombocytes / Plateletcrit 
(PCT), the platelet distribution width (PDW), the red cell distribution width (RDW), 
and the mean platelet component (MPC) for any of the test items during the 
treatment period and at the end of the recovery period. All data of the parameters 
given before are considered to be within the normal range of biological variability. 


Statistically significant differences in haematological and coagulation parameters 
noted in comparison to the control group during the treatment period or at the end 
of the recovery period that are not considered to be test item-related but to be 
coincidental are listed in the text table starting below. 


Text table 4-9: Statistically significant differences in haematological and coagulation 
parameters considered not test item-related 


Statistically significant differences in haematological and coagulation parameters 
in comparison to the control group considered not test item-related (refer to Table 6-1) 


Dose 


lug! 


animal] 


Statistical 
significance 


Haemoglobin content 
(HGB) 


Erythrocytes (RBC) 


> |р 


Leucocytes (WBC) 


> 


Cn [a7 [vena [es | а 
Pe [во [esoos [a 
Pa [a [з а |е воз роо a 
ets зо tm] а зле [psoor] А 


> |>Р|Т>|Т> 


- Text table continued on the next раде - 
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Statistically significant differences in haematological and coagulation parameters 
in comparison to the control group considered not test item-related (refer to Table 6-1) 


Dose Pare 
Parameter : lug! Test| Change Statistical Ronson 
: day [96] significance 
: animal] 


- Text table continued from previous page - 


Reticulocytes (rel.) 
Reticulocytes (abs) | 2 | 1 | 30 |т |17|-255 |р«ООТ| a | 
КЕШИНЕ ЕЕН ЕТІЛ ҰН 

30 


Haematocrit value 
(HCT) 


Neutrophils (Neut), 4 (81269 < 0.01 
abs. 


a BEER игил тити 
ГОШЕН [T | по [r АТА [von 
ЕЗЕ 


Large unclassified 
cells (LUC), abs. 


0.05 


Activated partial ЕЛЕЛІШТЕН р < 0.01 
thromboplastin time 17 1667 |» 6 БЕГІН ЕСІ 
ERE азза оос 
5 [эз [з |е о 
МЫ 


- Text table continued on the next page - 
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Statistically significant differences in haematological and coagulation parameters 
in comparison to the control group considered not test item-related (refer to Table 6-1) 


Dose ae 
Statistical 
Parameter [ug/ uu 
и significance 
: animal] 


- Text table continued from previous page - 


Mean corpuscular 
volume (MCV) 


Mean corpuscular 
haemoglobin (MCH) 


Mean corpuscular 
haemoglobin 
concentration (MCHC) 


- Text table continued on the next page - 
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Statistically significant differences in haematological and coagulation parameters 
in comparison to the control group considered not test item-related (refer to Table 6-1) 


Dose ae 
А Statistical 
Parameter [ug/ uu 
4 significance 
: animal] 


- Text table continued from previous page - 


Mean platelet 
(thrombocyte) volume 
(MPV) 


Relative volume of 
thrombocytes / 
Plateletcrit (PCT) 


vo [s pres [s oor an] 
[т [asa [oso ae 
fm тзв [oso [ae 


Platelet distribution 


T 

mfes [pom ae 

ПЕТА БЕЛИ БЕЛИ СТЕНЛИ uns зои 
100 


КД ЕЛИ ЕСЕЈ 


- Text table continued on the next page - 


FDA-CBER-2021-5683-0765806 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 89 (b) (4) 
Amendment No. 1 to Final Report 


Statistically significant differences in haematological and coagulation parameters 
in comparison to the control group considered not test item-related (refer to Table 6-1) 


Dose Pare 
Parameter : lug! Test| Change Statistical Reason 
: day [96] significance 
: animal] 


- Text table continued from previous page - 


Red cell distribution 
[эв [из [р=оот [Ав 


КАПШЕ ГЕТДИ a 
"ЕЕЕ 
[m er [peon] ^ | 
ЕЗШШ [osoo [ae 


ui EE 
|| er oeoo] a 
Mea m ECHTE 
m | 17 | пао [psoor| ^ | 
е 
f -6.2 p < 0.05 
EE ы рк 
Mean platelet m 
Tiron ров а 
т 
pr pas [азоо [Ав] 


- Text table continued on the next page - 
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Statistically significant differences in haematological and coagulation parameters 
in comparison to the control group considered not test item-related (refer to Table 6-1) 


Dose Pare 
Parameter [ug/ Test) -hángs Statistical Reason 
: day [96] significance 
: animal] 


- Text table continued from previous page - 


Mean platelet 5 | 3 | 10 |m р < 0.01 


- continued 


* Test item 1: BNT162a1 - Groups 2 and 3 
Test item 3: BNT162b1 - Groups 4 and 5 
Test item 4: BNT162b2 - Group 7 
Test item 5: BNT162c1 - Group 6 
m male 
f female 
abs. absolute count 
rel. relative count 
A Change is within the limits of normal biological variation (with regard to the range 
covered by the control group) and without toxicological relevance. 
B Change is due to the relative high or low value noted for the control group. 


Group mean values of haematological and coagulation parameters are presented in 
Table 6-1 (Haematological Parameters - Summary), individual data are listed in 
Table 6-2 (Haematological Parameters - Individual Data). 


FDA-CBER-2021-5683-0765808 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 91 (b) (4) 
Amendment No. 1 to Final Report 


4.8 Clinical chemistry 


BNT162a1 - Groups 2 and 3, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
апа BNT162b2 - Group 7 


Treatment period 


An elevated plasma activity of gamma-glutamyltransferase (gamma-GT) was noted 
for all test item-treated groups in comparison to the control group as given in the 
text table below. There were no macroscopic or microscopic findings (see 
Section 4.14 and Section 4.16) consistent with cholestasis or hepatobiliary injury 
to explain the increased gamma-GT. 


Text table 4-10: Test  item-related changes іп plasma activity of gamma- 
glutamyltransferase 


Test item-related changes in plasma activity of gamma-glutamyltransferase 
(gamma-GT) compared to the control group in 96 (refer to Table 7-1) 


day 10 ug/animal 30 ug/animal 30 ug/animal 100 ug/animal 
| Moles | Females | Males | Females | Males | Females | Males | Females | 


Test Group 6: 30 ug BNT162c1/animal Group 7: 100 ug BNT162b2/animal 


uds Statistically significant at p x 0.01 / p < 0.05 (based on numerical data, not on 
percent difference). 


T Increase relative to study control range, but 96 difference not quantifiable due to 
lacking concurrent controls. 


The range of individual data noted for the gamma-GT activity in several test 
groups slightly exceeded the range of (6) (4) historical data as summarised in the 
text table on the following page. 
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Text table 4-11: Comparison of gamma-glutamyltransferase activity observed in this 
study to (b) (4) historical data 


Enzyme activity of gamma-glutamyltransferase (gamma-GT) [U/mL plasma] 


ES Data observed in this study*' OW historical Data”? 
Mean (Range of individual data) Mean (Range of 

3.60 (1.4 - 5.2) 1.84 (1.2 - 2.3) 

7 |8.25 (1.3 - 4.9) 1.82 (0.5 - 3.2) 
1  |0.88 (0.1 - 1.9) 2.48 (1.2 - 3.0) 
3.67 (1.6 - 5.4) 3.06 (1.9 - 3.4) 
2.75 (1.6 - 3.4) 1.74 (0.5 - 2.8) 
2.32 (0.7 - 4.7) 2.52 (1.4-3.2)| 2.43 (0.2 - 4.8) 
3.72 (1.3 - 5.8) 2.12 (1.6 - 3.2) 

3.77 (2.4 - 4.7) 2.14 (1.8 - 2.5) 

4.01 (3.2 - 5.9) 2.44 (1.8 - 3.5) 


Age of animals: 

Groups 1, 2, and 4: 57 days on test day 4, 
70 days on test day 17, 
91 days on test day 38. 

Groups 3, 5, and 7: 63 days on test day 4, 
76 days on test day 17, 
97 days on test day 38. 

Group 6: 63 days on test day 4, 
69 days on test day 10, 
90 days on test day 31. 


te Obtained from 3 studies conducted at 00 from 2016 to 2018 (іп total 45 control 
group animals per sex, age at examination: 30 to 92 days, treated only with 
physiological saline or vehicle). The data were not audited by (b) (4) QAU. 


Females 


[ 6 |36004-52) 1.84 (1.2 - 2.3) 
|7 (3.25 (1.3- 4.9) | 1.82 (0.5 - 3.2) | 
[ 1 [0.88 (0.1 - 1.9)| 248 (1.2 - 3.0) | 
| 2 (3.67 (1.6- 5.4) | 13.06 (1.9 - 3.4) | 
_3 (2.75 (1.6-3.4)| 1.74 (0.5 - 2.8) | 
|4 |232(07-47) 2.62 (1.4 - 3.2)| 
_5 (3.72 (1.3- 5.8 | 2120-32] 
_ 5 [s774-47)| 214(.8-25)| 
|7 [4012-59 244 (1.8 - 35) 


#1 


ШЫ Group 6 only (main study dissection: test day 10, recovery dissection: test day 31). 
TD Test day 


A graphical presentation of the gamma-glutamyltransferase activity is given in 
Figure 4-1 (males) and Figure 4-2 (females) on the following page. 
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Figure 4-1 dior tonc Dum activity in male rats 
mean values per group and standard deviation 
Group 1: Contro 


| 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10|10 В№Т162а1/апіта! 


6: 30 ug ВМТ162с1алі 
— S 7: 100 pg BNT162b2/animal 
Level of mean of!) (? historical data 


Gamma-GT activity [U/L plasma] 


1234567 1234567 1234567 


Treatment(n-10, Ле төз УУЗ 


Figure 4-2 Camme РАКА ПАРОВА uam activity in female rats 
и ar 


mean values per group and deviation 


Group 1: Contro 


| 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10|10 В№Т162а1/апіта! 


Level of mean of ©) ( historical data 


- 


Gamma-GT activity [U/L plasma] 


0 
Group: 1234567 1234567 1234567 


Ттеатруп=10)) 4 атала тоз 
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The elevated plasma activity of gamma-glutamyltransferase is considered to be 
related to the test item administration, but the cause is unclear. 


Further, a decrease in albumin plasma levels and an increase in globulin plasma 
levels, resulting in an altered albumin/globulin ratio, were observed in all test item 
treated groups. The changes are consistent with an acute phase response in albumin 
and globulin where albumin goes down and globulin goes up with inflammation, and 
the albumin/globulin ratio decreases. The statistically significant changes noted in 
albumin and globulin levels and the alb./glob. ratio are listed in the text table below. 


Text table 4-12: Statistically significant differences in albumin and globulin levels and the 
albumin/globulin ratio 


Statistically significant differences in albumin and globulin levels and 
the albumin/ globulin ratio compared to the control group (refer to Table 7-1) 


Dose Test Change 
[ug/animal] day [96] 


-9.4** 
ЕТТЕ 
-14.1** 
-8.8** 
-6.8** 
-b.9** 
-11.3** 
-8.8** 
-4.1** 
-3.9** 
-8.4* 
-9.8** 
-7.0** 
-3.8** 
-10.8** 
-10.5** 
-7.7** 
-11.7** 
-9.1** 
5.9** 
-12.6** 
-11.0** 
+9.5** 
+9.7** 
+ 13.6** 


Parameter Group Test item 


Albumin BNT162a1 
BNT162a1 
BNT162b1 


BNT162c1 


BNT162b2 
Globulin BNT162a1 


B ы: 


- Text table continued on the next page - 
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Statistically significant differences in albumin and globulin levels and 
the albumin/ globulin ratio compared to the control group (refer to Table 7-1) 


. Dose Test Change 
Parameter | Group | Testitom | [ug/animal] ЕЕЕ 


- Text table continued from previous page - 


Globulin 4 BNT162b1 30 m 
- continued 17 
| ew 

BNT162b1 pg 
LES 

Le pes] p 

BNT162b2 100 Бра 

Albumin/Globulin | 2 BNT162a1 30 m 
3 BNT162a1 10 m 
Ed BEA ТЕ са 

4 BNT162b1 30 m 
Mic а 

| 

5 BNT162b1 100 m 

| 


ИЕШЕ И 
m male 


f female 


*/** Statistically significant at p < 0.01 / p x 0.05 (based on numerical data, not on 
percent difference). 
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No other test item-related influence was observed on any of the biochemical 
parameters for the animals treated with 10 or 30 ug BNT162a1/animal (groups 3 
and 2), 30 ог 100,4g BNT162b1/animal (groups 4 and 5), or 100 ug 
BNT162b2/animal (group 7) on test days 1, 8, апа 15, or with ЗО yug 
BNT162c1/animal (group 6) on test days 1 and 8 compared to the control animals 
during the treatment period (test day 4, and test day 10 for group 6/test day 17 
for groups 1 to 5 and 7) and at the end of the recovery period. 


Recovery period 
The elevated plasma activity of gamma-glutamyltransferase noted during the 


treatment period had subsided in all test item-treated groups at the end of the 
recovery period (test day 31 for group 6, test day 38 for all other groups) and was 
in a range comparable to that of the control group. 


No test item-related effects were noted on the plasma levels of total bilirubin, total 
cholesterol, creatinine, glucose, phosphate, total protein, urea (in blood), 
triglycerides, calcium, chloride, potassium, and sodium. No test item related 
influence was noted on the plasma enzyme activities of alanine aminotransferase 
(ALAT), alkaline phosphatase (aP), aspartate aminotransferase (ASAT), lactate 
dehydrogenase (LDH), and creatine kinase (CK). All data of the parameters given 
above are considered to be within the range of normal biological variability 


throughout the treatment and recovery period. 


Statistically significant differences (at p x 0.01 or p x 0.05) were noted for 
several clinical chemistry parameters between the various test item-treated groups 
and the control group. The majority of the changes noted were of only marginal 
degree and occurred in groups 3, 5, 6, and 7, for the animals of which the study 
conduct started at a later time (see Section 2.7). These animals were 6 days older 
than the control animals at the time of examination. Blood withdrawal and plasma 
analysis were performed on dates different from those for the control. An 
influence of this time offset on the analyses' results cannot be completely 


excluded. 


Statistically significant differences in clinical chemistry parameters in comparison 
to the control group during the treatment period or at the end of the recovery 
period that are not considered to be test item-related but to be coincidental are 
listed in the text table on the following page. 
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Text table 4-13: Statistically significant differences in clinical chemistry parameters 
considered not test item-related 


Statistically significant differences in clinical chemistry parameters 
in comparison to the control group considered not test item-related (refer to Table 7-1) 


D 
: 25 Теѕї | Change | Statistical 
Рагатетег [ug/ S um 
: day [96] significance 
; animal] 


Ratio 


o rps Te eoo a 


ape a e ee eoor 


wo Гаа ar [osoor 


НИЛА НЕЛИ НЕЛИ СВЕСТИ 


100 
pres јава a 
2 1 30 


hrs зоо |А 
э 3 | по [mm] _|ра ов 
ee Fe fep o fezo a 


100 


> |> 


> |р 


ЕЕ 


А 
А 
А 
А 


>|>|>|> 


Cholesterol 


> |>Р|Т> 


по | зао [esos a 


>|> 


Creatinine 


> 


4 


< 0.01 


E 


- Text table continued on the next page - 


FDA-CBER-2021-5683-0765815 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 98 (b) (4) 
Amendment No. 1 to Final Report 


Statistically significant differences in clinical chemistry parameters 
in comparison to the control group considered not test item-related (refer to Table 7-1) 


Dose 2: 
Parameter у lug Test| Change Statistical Reason 
: day [96] significance 
; animal] 


- Text table continued from previous page - 


NN: = 


Phosphate 


Protein (total) 


EBENE SEI [рео [a 


> 


Triglycerides 


- Text table continued on the next page - 
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Statistically significant differences in clinical chemistry parameters 
in comparison to the control group considered not test item-related (refer to Table 7-1) 


- Text table continued from previous page - 


Dose РКІ 
| Statistical 
Parameter [ug/ "ee 
4 significance 
: animal] 


Triglycerides 
- continued 


Urea (in blood) 


Calcium 


Chloride 


Potassium 


ee ee ТҮП ШЕ a 
Pa | = [лю а о еве [жобо [А 
Ls [3 [3 [т т оов [роо a 
a a too fw Pir азва ооо a 

„ја er СЕССИИ 


= [з | а а пол ооо | ^ | 
„= 
о [т ја | во [р<оов |А 

efor fries [езе Ta 


- Text table continued on the next page - 
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Statistically significant differences in clinical chemistry parameters 
in comparison to the control group considered not test item-related (refer to Table 7-1) 


Dose 2: 
Parameter у lug Test| Change Statistical Reason 
: day [96] significance 
; animal] 


- Text table continued from previous page - 


transferase (ALAT) 10 


> |>Р|Т> 


> |р 


Alkaline phosphatase 
(aP) 


> 


o [= [4 | зет [psoor] a 


>|> 
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Statistically significant differences in clinical chemistry parameters 
in comparison to the control group considered not test item-related (refer to Table 7-1) 


Dose T 
Statistical 
Parameter [ug/ "ee 
: significance 
: animal] 


- Text table continued from previous page - 


Lactate dehydro- 
genase (LDH) 


* Test item 1: BNT162a1 - Groups 2 and 3 
Test item 3: BNT162b1 - Groups 4 and 5 
Test item 4: BNT162b2 - Group 7 
Test item 5: BNT162c1 - Group 6 
m male 
female 
A Change is within the limits of normal biological variation (with regard to the range 
covered by the control group) and without toxicological relevance. 
B Change is due to the relative high or low value noted for the control group. 


+ 


Group mean values of biochemical parameters are presented in Table 7-1 
(Biochemical Parameters - Summary), individual data are listed in Table 7-2 


(Biochemical Parameters - Individual Data). 


4.9 Acute phase proteins 


BNT162a1 - Groups 2 and З, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
and BNT162b2 - Group 7 


Treatment period 


Elevated serum levels of the acute phase proteins аірһа1-асіа glycoprotein and 
alpha2 macroglobulin were noted for all test item-treated groups in comparison to 
the control group on test day 4 and test day 10 or 17 as given in the text tables 


following on the following page. 
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Text table 4-14: Test item-related changes in serum levels of alpha1-acid glycoprotein 


Test item-related changes in serum levels of alpha1-acid glycoprotein compared to 
the control group (refer to Table 8-1), expressed as fold changes ( x ) 
BNT162a1 BNT162b1 
Test Group 3: Group 2: Group 4: Group 5: 
day 10 ug/animal 30 ug/animal 30 ug/animal 100 ug/animal 


Group 6: 30 ug BNT162c1/animal Group 7: 100 ug BNT162b2/animal 


mom Statistically significant at p < 0.01 (based on the numerical data, not on the fold 
change). 
T Increase relative to study control range, but 96 difference not quantifiable due to 


lacking concurrent controls. 


Text table 4-15: Test item-related changes in serum levels of alpha2 macroglobulin 


Test item-related changes in serum levels of alpha2 macroglobulin compared to 
the control group (refer to Table 8-1), expressed as fold changes ( x ) 
BNT162a1 BNT162b1 
Test Group 3: Group 2: Group 4: Group 5: 
day 10 ug/animal 30 ug/animal 30 ug/animal 100 ug/animal 


Group 6: 30 yg BNT162c1/animal Group 7: 100 yg BNT162b2/animal 


Бо Statistically significant at p < 0.01 (based on the numerical data, not on the fold 
change) 
T Increase relative to study control range, but 96 difference not quantifiable due to 


lacking concurrent controls. 


АП changes noted for the acute phase proteins are considered to be related to the 
primary pharmacodynamic activity of the intramuscularly delivered vaccines, which 
induce a local pro-inflammatory environment within the injected muscle and 


thereby promote a potent immune response. 
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Recovery period 
The elevated serum levels of аірһа1-асіа glycoprotein and alpha2 macroglobulin 


noted during the treatment period had subsided in all previously test item-treated 
groups at the end of the recovery period (test day 31 for group 6, test day 38 for 
all other groups). The serum levels of both acute phase proteins were in a range 
comparable to that of the control group in all previously test item-treated groups. 


Statistically significant differences in serum levels of acute phase proteins in 
comparison to the control group noted during the treatment period or at the end of 
the recovery period that are not considered to be test item-related but to be 
coincidental are listed in the text table below. 


Text table 4-16: Statistically significant differences in serum levels of acute phase 
proteins considered not test item-related 


Statistically significant differences in serum levels of acute phase proteins 
in comparison to the control group considered not test item-related (refer to Table 8-1) 


Dose er 
Acute phase proteins у ша! Test mene Statistical 
day [%] significance 
i animal] 


A 
Nad ENENE-BEZIIIMFHICINM 


Test item 1: BNT162a1 - Groups 2 and 3 
Test item 3: BNT162b1 - Groups 4 and 5 
Test item 4: BNT162b2 - Group 7 


m male 
f female 


A Change is due to the relative high or low value noted for the control group. 


Mean values per group and individual data of acute phase proteins are listed in 
Table 8-1 (Acute Phase Protein Levels - Summary) and Table 8-2 (Acute Phase 
Protein Levels - Individual Data). 


The mean acute phase protein levels per group and sex are shown graphically in 
Figure 5-1 (Alpha1-acid glycoprotein, males), Figure 5-2 (Alpha1-acid glycoprotein, 
females), Figure 6-1 (Alpha2 macroglobulin, males), and Figure 6-2 (Alpha2 
macroglobulin, females) on the following pages. 
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Figure 5-1 Alphat-acid glycoprotein levels in serum of male rats 
mean values per group and standard deviation 


Group 1: Control : 

Group 2: 30 ug BNT162a1/animal : | 

Group 3: 10|10 BNT162al/animal p6: 30Н0ВМТ16 | 
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Figure 5-2 Alphat-acid glycoprotein levels in serum of female rats 
mean values per group and standard deviation 


Group 1: Control | 

Group 2: 30 ug BNT162a1/animal : | 

Group 3: 10|10 В№Т162а1/апіта! p6: 30410 БМТ16 | 
Group 7: 100 |10 BNT162b2/animal 


mL чш, 
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Figure 6-1 Alpha2 macroglobulin levels in serum of male rats 
mean values per group and standard deviation 
Group 1: Contro 


| 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10 pð В№Т162а1/апіта! 


6: 30 jid ВМТ16 | 
7: 100 |10 BNT162b2/animal 


: 
8 


Alpha2 macroglobulin [ng/mL serum] 


1234567 1234567 1234567 


Treatment(n 710, Ле төз Мел) 


Figure 6-2 Alpha2 macroglobulin levels in serum of female rats 
mean values per group and standard deviation 
Group 1: Contro 


| 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10|10 В№Т162а1/апіта! 


: 
8 


Alpha2 macroglobulin [ng/mL serum] 


1234567 1234567 1234567 


Treatment(n-10, Ле төз Мел) 
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4.10 Cytokines 


BNT162a1 - Groups 2 and З, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
and BNT162b2 - Group 7 


Treatment period and recovery 


Elevated serum levels of the cytokines IFN-gamma, TNF-alpha, IL-1beta, IL-6, and 
IL-10 were noted in all study groups, including the control, compared to the 
respective predose value as of 6h p.a. on test day 1. There were no general 
differences between the test item-treated groups and the control group and among 
the various test item-treated groups. 


A large variability of data was observed using only 3 or 5 animals per group and 
sex. Therefore, all data obtained are considered to be within the normal range of 
biological variation. Any differences between the test item-treated animals and the 
control group are considered as coincidental changes. 


Statistically significant differences in cytokine serum levels in comparison to the 
control group during the treatment period or at the end of the recovery period that 
are not considered to be test item-related but to be coincidental changes are listed 
in the text table below. 


Text table 4-17: Statistically significant differences in cytokine serum levels considered 
not test item-related 


Statistically significant differences in cytokine serum levels 
in comparison to the control group considered not test item-related (refer to Table 9-1) 
Dose 
с Test day Change | Statistical 
Cytokine lug (time point) significance 


= [rie [acon 
< 0.05 


- Text table continued on the next page - 
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Cvtokine Test day Change | Statistical 
у (time point) [96] significance 


Statistically significant differences in cytokine serum levels 
in comparison to the control group considered not test item-related (refer to Table 9-1) 


- Text table continued from previous page - 


3 1 10 m 8 96 p < 0.05 В, С 
(Predose) ~ | 
а 
т 7 


1 
7 
moc | 
1 
1-6 3 1 10 Enia p < 0.05 
15 
5 3 100 | m 15 + 468.9 < 0.01 
(6 h р.а.) а 
f 15 +481.6 < 0.05 
(6 h p.a.) : рам 
1 
PEER aie aie Са 


Test item 1: BNT162a1 - Groups 2 and 3 
Test item 3: BNT162b1 - Groups 4 and 5 
Test item 4: BNT162b2 - Group 7 
Test item 5: BNT162c1 - Group 6 


male 
female 


J 
Ф 
Ф 
Ф 
[=] 
2 


о | @ | о 
о |o |o 


= 


Change observed predose to start of administration. 

Change is within the limits of normal biological variation (with regard to the range 
covered by the control group) and without toxicological relevance. 

Change is due to the relative high or low value noted for the control group. 

Change due to mean at level of ШОО (all individual data аге equal to LLOQ). 


Up» 754 


оо 


Mean values per group and individual data of cytokine levels are listed in Table 9-1 
(Cytokine Levels - Summary) and Table 9-2 (Cytokine Levels - Individual Data). 


The mean cytokine levels per group and sex are shown graphically in Figure 7-1 
(IFN-gamma, males), Figure 7-2 (IFN-gamma, females), Figure 8-1 (TNF-alpha, 
males), Figure 8-2 (TNF-alpha, females), Figure 9-1 (IL-1beta, males), Figure 9-2 
(IL-1beta, females), Figure 10-1 (IL-6, males), Figure 10-2 (IL-6, females), 
Figure 11-1 (IL-10, males), and Figure 11-2 (IL-10, females) on the following 


pages. 
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Figure 7-1 IFN-gamma levels in serum of male rats — 
mean values per group and standard deviation 


Group 1: Control . 
Group 2: 30 ug BNT162a1/animal | 
Group 3: 10|10 В№Т162а1/апіта! 6: 30 ug BNT16 | 

7: 100 pj BNT162b2/animal 


IFN-gamma [pg/mL serum] 
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TD1 TD1 TD8 TD8  TD10 ІШІ5 71015 TD17 
Predose бһра. Predose 6һра 48һра PrDs 6hpa 48һра. 


Figure 7-2 IFN-gamma levels in serum of female rats _ 
mean values per group and standard deviation 
Group 1: Contro 


| 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10|10 В№Т162а1/апіта! 


IFN-gamma [pglmL serum] 


0 Eid - ||| У || | | | ||| || || 
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Figure 8-1 TNF-alpha levels in serum of male rats — . 
mean values per group and standard deviation 


Group 1: Control | 
Group 2: 30 ug BNT162a1/animal | 
Group 3: 10|10 В№Т162а1/апіта! 6: 30 ug BNT16 | 
7: 100 pj BNT162b2/animal 


TNF-alpha [pg/mL serum] 


Group: 1234567 1234567 1234567 1234567 6 123457 123457 123457 


TD1 TD1 TD8 TD8 TD10 1015 TD15 TD 17 
Ргедозе 6hpa  Predose 6hpa 48ћра. PrDs 6hpa  48hpa 


Figure 8-2 TNF-alpha levels in serum of female rats 
mean values per group and standard deviation 


Group 1: Control : 
Group 2: 30 ug BNT162a1/animal [ 
Group 3: 10 pð В№Т162а1/апіта! 6: 30 ug BNT16 | 
7: 100 pj BNT162b2/animal 


TNF-alpha [pg/mL serum] 


0 "nonni FIET] E M | E ІШЕР ІШІ dar 
Group: 1234567 1234567 1234567 1234567 6 123457 123457 123457 
TD1 TD1 TD8 TMs  TD10 1015 TD15 TD 17 
Predose 6hpa  Predose 6hpa. 48hpa PrDs 6hpa 48hpa 
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Figure 9-1 IL-1beta levels in serum of malerats —— 
mean values per group and standard deviation 
Group 1: Control 


| 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10|10 В№Т162а1/апіта! 


IL-1beta [pg/mL serum] 


100 


Group: 1234567 1234567 1234567 1234567 6 123457 123457 123457 


TD1 TD1 TD8 TD8  TD10 Т015 71015 TD 17 
Predose 6hpa  Predose 6hpa 48hpa PrDs 6hpa 48hpa 


Figure 9-2 IL-1beta levels in serum of female rats —— 
mean values per group and standard deviation 
Group 1: Contro 


| 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10 pð В№Т162а1/апіта! 


IL-1beta [pg/mL serum] 


100 


0 5 АБ] "WE | SE | К] Veale : 
Group: 1234567 1234567 1234567 1234567 6 123457 123457 123457 
TD1 TD1 TD8 TD8  TD10 Т015 71015 TD 17 
Predose 6hpa  Predose 6hpa 48һра PrDs 6hpa 48hpa 
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Figure 10-11L-6 levels in serum of male rats T 
mean values per group and standard deviation 


Group 1: Control | 
Group 2: 30 ug BNT162a1/animal | 
Group 3: 10|10 В№Т162а1/апіта! 6: 30 ug BNT16 | 

7: 100 pj BNT162b2/animal 


IL-6 [pg/mL serum] 


Group: 1234567 1234567 1234567 1234567 6 123457 123457 123457 


TD1 TD1 TD8 TD8  TD10 Т015 71015 TD 17 
Predose 6hpa  Predose 6hpa 48һра PrDs 6hpa 48hpa 


Figure 10-21L-6 levels in serum of female rats PA 
mean values per group and standard deviation 


Group 1: Control : 
Group 2: 30 ug ВМТ162а1апіта] i 
Group 3: 10 pð BNT162a1/animal 6: 30 ug BNT16 | 

7: 100 pj BNT162b2/animal 


IL-6 [pg/mL serum] 


0 ||| | ||| ПП | — | ||| | ||| || 
Group: 1234567 1234567 1234567 1234567 6 123457 123457 123457 


TD1 TD1 TD8 TD8  TD10 Т015 71015 TD 17 
Predose 6hp.a  Predose 6hpa 48һра PrDs 6hpa 48hpa 
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Figure 11-11L-10 levels in serum of male rats T 
mean values per group and standard deviation 
Group 1: Contro! 


| 
Group 2: 30 ug BNT162a1/animal 
Group 3: 10|10 В№Т162а1/апіта! 


IL-10 [pg/mL serum] 


Group: 1234567 1234567 1234567 1234567 6 123457 123457 123457 


TD1 TD1 TD8 TD8  TD10 Т015 71015 TD 17 
Predose 6hpa  Predose 6hpa 48hpa PrDs 6hpa 48hpa 


Figure 11-21L-10 levels in serum of female rats PA 
mean values per group and standard deviation 


Group 1: Control : 
Group 2: 30 ug BNT162a1/animal | 
Group 3: 10|10 BNT162a1/animal 6: 30 ug BNT16 | 

7: 100 pj BNT162b2/animal 


IL-10 [pg/mL serum] 


0 5 ИИ! i | | gs | ala : 
Group: 1234567 1234567 1234567 1234567 6 123457 123457 123457 
TD1 TD1 TD8 TD8  TD10 Т015 71015 TD 17 
Predose 6hp.a  Predose 6hpa 48hpa PrDs 6hpa 48hpa 
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4.11 Urinalysis 


BNT162a1 - Groups 2 and 3, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
and BNT162b2 - Group 7 

Treatment period and recovery period 

Intramuscular treatment with 10 or 30 ug BNT162a1/animal, 30 or 100 ug 
BNT162b1/animal, ог 100 ug BNT162b2/animal on test days 1, 8, and 15, or with 
30 ug BNT162c1/animal on test days 1 and 8 did not lead to any test item-related 


changes of the urinary parameters in the male and female animals compared to the 


respective control animals. 


No test item-related changes were noted for the specific gravity, the pH value of 
the urine and the urine volume. The analyte concentrations of nitrite, protein, 
glucose, ketones, urobilinogen, bilirubin, and haemoglobin were not influenced in a 
test item-related way in male and female animals. No test item-related changes 
were observed in the urine colour and the microscopically analysed urine 
sediments. 


Text table 4-18: Statistically significant changes in urinary parameters considered not test 
item-related 


Statistically significant changes in urinary parameters (refer to Table 10-1) 
in comparison to the control group considered not test item-related 


Dose 


; | istical 
Urinary parameter [ид/ Statistica 


significance 


Specific gravity 


ШЕБИЕГСЕГЕНІГТЕНГЕСІЛЕГЕ 


* Test item 3: BNT162b1 - Groups 4 and 5 
Test item 4: BNT162b2 - Group 7 


m male 
f female 


A Change is within the limits of normal biological variation (with regard to the range 
covered by the control group) and without toxicological relevance. 
B Change is due to the relative high or low value noted for the control group. 


Group mean values of urinary parameters are presented in Table 10-1 (Urinalysis - 
Summary), individual data are listed in Table 10-2 (Urinalysis - Individual Data). 
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4.12 Immunogenicity assessment 


The serum samples prepared from the blood collected at terminal dissection and 
recovery dissection (see Section 3.8.8) were analysed by BioNTech SE, Germany, 
under the responsibility of the Sponsor. A summary from the analytical report 
forwarded to (9 (9 is given following below. 


'The recorded data demonstrates that all BNT162 vaccine candidates elicited a 
SARS-Co V-2-S protein specific antibody response directed against the S1 domain 
and the RBD sub-domain. The antibody response induced by the BNT162c!í 
vaccine was low in extent and did not confer neutralization activity in most 
animals. The development of the BNT162c1 candidate was discontinued. For 
BNT162a1, ВМТ16251 апа BNT162b2 vaccines, antibody responses detected via 
ELISA increased over time and directly translated into neutralizing activity as seen 
in the VSV/SARS-CoV-2-S pseudovirus neutralization test. For those vaccine 
candidates, sera from animals with higher antigen-specific antibody titers also 
displayed more pronounced virus neutralization effect and, in case of modRNA 
based vaccines, BNT162b1 and BNT162b2, exceeded the upper limit of 
quantification of the assay.' 


For details, refer to the analytical report ‘Immunogenicity Assessment of 
BNT162a1, BNT162b1, BNT162b2 and BNT162c1 in Rat Serum after Repeated 
Intramuscular Administration' provided by BioNTech SE, Germany, in Appendix 4. 


4.13 Ophthalmological and auditory examinations 


BNT162a1 - Groups 2 and 3, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
апа BNT162b2 - Group 7 

Treatment period and recovery period 

The ophthalmological examination did not reveal any changes of the eyes and the 
optic region for the male and female animals following intramuscular treatment 
with 10 or ЗО ug BNT 162a1/animal, 30 or 100 ug BNT162b1/animal, or 100 ug 
BNT162b2/animal on test days 1, 8, and 15, or with 30 ug BNT162c1/animal on 
test days 1 and 8 at the end of the treatment period and at the end of the 
recvorey period. 


There was no indication of any impairment to the auditory acuity through any 


treatment. 


See Table 11 (Ophthalmological Examination) and Table 12 (Auditory Examination) 
for listings of individual findings. 
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4.14 Macroscopic post mortem findings 


BNT162a1 - Groups 2 and 3, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
and BNT162b2 - Group 7 


Terminal sacrifice 


Test item-related findings were noted for all test items and all dose levels in male 
and female animals as given in the text tables following below. 


Text table 4-19: Incidences of test item-related macroscopic findings for the animals 
treated with BNT162a1 


Incidences of test item-related macroscopic findings in male and female main study 
animals at necropsy at terminal sacrifice on test day 17 (refer to Table 13) 


BNT162a1 


Organ / Finding Group 3: 10 џд/атта! Group 2: 30 џд/атта! 


External observation: 
- Injection site | and/or Il thickened / 
indurated / (skin) incrusted 3/10 1/10 5/10 5/10 


Injection site | (left): 


- Muscle(s) indurated / muscles 
thickened / indurated 


Spleen: 
- Enlarged 5/10 2/10 2/10 4/10 


Lymph node (iliac): 
- Enlarged 4/10 3/10 1/10 1/10 


...J... Number of animals affected per number of animals examined. 


Text table 4-20: Incidences of test item-related macroscopic findings for the animals 
treated with BNT162b1 


Incidences of test item-related macroscopic findings in male and female main study 
animals at necropsy at terminal sacrifice on test day 17 (refer to Table 13) 


BNT162b1 


Organ / Finding Group 4: 30 џд/атта! Group 5: 100 џд/атта! 


External observation: 
- Injection site | and/or Il thickened 0/10 0/10 1/10 1/10 


Injection site | and/or Il (left/right): 


- Muscle(s) indurated / muscles 
thickened / indurated / enlarged 


Spleen: 

- Enlarged 1/10 1/10 5/10 7/10 
Lymph node (iliac or renal, left): EVENT 
- Enlarged 6/10 4/10 7/10 8/10 


...... Number of animals affected per number of animals examined. 
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Text table 4-21: Incidences of test item-related macroscopic findings for the animals 
treated with BNT162c1 or BNT162b2 


Incidences of test item-related macroscopic findings in male and female main study 
animals at necropsy at terminal sacrifice on test day 10 (group 6) or test day 17 (group 7) 
(refer to Table 13) 


Group 6: Group 7: 
Organ / Finding 30 ug BNT162c1/animal | 100 ug BNT162b2/animal 


External observation: 
- Injection site | and/or Il thickened 9/10 9/10 1/10 1/10 
and/or incrusted 


Injection site 1 and/or II (left/right): errs 
- Muscle(s) indurated or jellied / 

о / indurated rper шло 19210 1 э 
Spleen: 
Lymph node (iliac or iliac/renal): 
Sciatic nerve (left): 


...J... Number of animals affected per number of animals examined. 


All systemic changes noted macroscopically are interpreted to be due to 


inflammation at the injection site and/or immune activation. 


Recovery sacrifice 


All macroscopic findings noted at the injection sites and for the spleen had 
subsided in all animals of all previously test item-treated groups at the end of the 
recovery period (test day 31 for group 6, test day 38 for all other groups) 


Enlarged iliac lymph nodes were still noted for a few animals as follows: 


Group 4 (30 ug BNT162b1/animal): One of 5 females. 
Group 5 (100 wg BNT162b1/animal): АП 5 males, 2 of 5 females. 
Group 7 (100 ug BNT162b2/animal): One of 5 males, 3 of 5 females. 


These findings are regarded to be related to the previous test item treatment. 


Further findings in form of emphysematous lungs, a reddened thymus, an enlarged 
right testis, a dilated uterus, in some cases filled with a clear liquid, a prostate and 
seminal vesicles that were reduced in size, and enlarged adrenal glands were noted 
for individual male and female animals in the test item-treated groups and the 
control group at terminal sacrifice or at recovery sacrifice. Due to the isolated 
occurrence per finding, all of these findings are considered as spontaneous 
changes that are not test item-related. 


The macroscopic findings of individual animals are listed in Table 13 (Macroscopic 
Post Mortem Findings). 
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4.15 Organ weights 


BNT162a1 - Groups 2 and 3, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
and BNT162b2 - Group 7 


Main study animals 
In accordance with the macroscopic findings of enlarged spleens (see Section 4.11), 


increased relative and absolute spleen weights were noted for all test items at all 


dose levels in male and female animals as given in the text table following below. 
Text table 4-22: Test item-related changes in spleen weights 


Test item-related changes in spleen weights compared to the control group in 96 
(test day 10/group 6, test day 17/groups 2 to 5 and 7, refer to Table 14-1 and Table 15-1) 


ВМТ162а1 BNT162b1 


Organ Group 3: Group 2: Group 4: Group 5: 
weight 10 ug/animal 30 ug/animal 30 ug/animal 100 ug/animal 


ае аро ER 
Organ | _ Group 6: 30 ид BNT162c1/animal 
Dm [— * —]— t —][-e | — 


Rel. relative (to body weight) 
Abs. absolute 


*[** Statistically significant at p < 0.05 / p < 0.01 (based on numerical data, not on 
percent difference). 


T Increase relative to study control range, but 96 difference not quantifiable due to 
lacking concurrent controls. 


АП other differences between any of the test item-treated groups 2 to 7 and the 
control group at the end of the treatment period (test day 10 for group 6, test 
day 17 for groups 2 to 5 and 7), or at the end of the recovery period (test day 31 
for group 6, test day 38 for groups 2 to 5 and 7) are considered to be coincidental 
background changes within the normal range of biological variation. 


Recovery period 


The slightly increased spleen weights noted at the end of the treatment period for 
the male and female animals of all dose groups had subsided at the end of the 
recovery period. There were no noteworthy differences in the absolute and relative 
weights of any organ between the test item-treated animals and the control 
animals at the end of the recovery period (test day 31 for group 6, test day 38 for 
all other groups). 
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Statistically significant differences in organ weights compared to the control animals 
that are not considered to be test item-related are listed in the text table below. 


Text table 4-23: Statistically significant organ weight changes considered not test item- 
related 


Statistically significant differences in organ weights (refer to Table 14-1 and Table 15-1) 
in comparison to the control group considered not test item-related 


Dose Test | Сһапде | Statistical 
ид! day | [96] |significance | ^ 959^ 
animal] у 9 


А 


p< ГТ А, В 
0.01 | A,B 
0.05 | A,B 


Adrenal gland (right) - rel. | 2 1 30 | m 0.01 | A, D 
| t | 38 [21.8 0.05 | A 


; 
Па | [з [+ [ee fees [ьеоо [аву 


30 A, B 
7 4 : : 


- Text table continued on the next page - 


DA-CBER-2021-5683-0/65836 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 119 (b) (4) 
Amendment No. 1 to Final Report 


Statistically significant differences in organ weights (refer to Table 14-1 and Table 15-1) 
in comparison to the control group considered not test item-related 


Test | Change | Statistical 
o vin 
animal] day [%] |significance 


- Text table continued from previous page - 


Ри Нел єт 


Kidney (left) 


Kidney (right) 


Lymph node 
(mesent.) 


30 
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Statistically significant differences in organ weights (refer to Table 14-1 and Table 15-1) 
in comparison to the control group considered not test item-related 


Test | Change | Statistical 
o vin 
animal] day [%] |significance 


- Text table continued from previous page - 


m male 
f female 


rel. relative 

abs. absolute 

A Change is within normal range of biological variation, without toxicological relevance. 
B Change is due to the relatively low or high value noted for the control group. 

C Change is related to the older age of the animals. 

D Change is due to the slightly lower body weights of the respective test item treated 
animals compared to the control animals. 

Change is due to the slightly higher body weights of the respective test item treated 
animals compared to the control animals. 


m 


Relative organ weights are listed in Table 14-1 (Relative Organ Weights - 
Summary) and Table 14-2 (Relative Organ Weights - Individual Data). Absolute 
organ weights are listed in Table 15-1 (Absolute Organ Weights - Summary) and 
Table 15-2 (Absolute Organ Weights - Individual Data). 
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4.16 Histopathology 


Terminal sacrifice 


Test item-related microscopic findings at the end of dosing included inflammation 
at the injection site and surrounding tissues, increased cellularity of germinal 
centers and increased plasma cells in the draining (iliac) lymph node, increased 
cellularity (hematopoiesis) in the bone marrow and spleen, and vacuolation of 
hepatocytes in the portal regions. All microscopic findings were partially or fully 
recovered at the end of the 3 week recovery phase. 


Test item-related injection site reactions were present in all groups and 
characterized by mostly moderate inflammation (up to marked) in males and 
moderate inflammation in females. The most severe findings were noted 
consistently in animals administered 100 ug BNT162b1/animal and 100 ug 
BNT162b2/animal, followed by animals administered 30 wg BNT162a1/animal. The 
inflammation was characterized by infiltrates of macrophages, granulocytes, and 
lymphocytes into the muscle, and variably into the dermis and subcutis, at the 
injection site. Injection site inflammation was associated with mostly moderate 
oedema, mostly mild myofiber degeneration, occasional muscle necrosis, and 
mostly mild fibrosis. Skin ulceration (mild and moderate) was identified in some 
males and females administered either 10 ог ЗО ug BNT162a1/animal and one 
animal administered 30 ug BNT162c1/animal. Injection site findings were partially 
recovered at the end of the 3-week recovery phase. Inflammation extended into 
tissues adjacent to the injection site, including mammary tissue, perineural tissue 
of sciatic nerve, tissue around the femur / knee and to the draining lymph node 
(iliac). These findings were mostly recovered at the end of the 3-week recovery 


phase. 


Test item-related findings in the draining (iliac) lymph node were characterized by 
increased cellularity of the follicular germinal centers and increased plasma cells 
(plasmacytosis) and were variably present in all groups. 


Test item-related minimal to mild increases in the cellularity of bone marrow and 
extramedullary hematopoiesis in the spleen were present in all groups. 


A test item-related vacuolation of hepatocytes in the portal regions of the liver 


was present in all groups. 


Test item-related findings were noted for all test items and all dose levels in male 
and female animals as given in the text tables following on the next pages. 
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Text table 4-24: Incidences of test item-related microscopic findings for the animals 
treated with BNT162a1 


Incidences of test item-related microscopic findings in male and female main study animals after 
terminal sacrifice on test day 17 


BNT162a1 


Organ / Finding Group 3: 10 ug/animal Group 2: 30 џд/атта! 


- Increased cellularity 10/10** 10/10** 10/10** 10/10** 


Bone marrow: 


Injection site | (left): 


- Fibrosis intramuscular/interstitial 10/10%% 10/10%% 10/10%% 10/10%% 
- Fibrosis inter-/perimuscular 10/10%% 10/10%% 10/10%% 10/10%% 
- Inflammation, mixed. 10/10%% 10/10%% 10/10%% 10/10%% 
- Myofiber degeneration 9/10%% 9/10%% 9/10%% 9/10%% 
- Oedema, subcutis 10/10* * 9/10** 6/10* 10/10%% 
- Oedema intramuscular/interstitial 7/10** 8/10** 2/10 10/10%% 
- Oedema inter-/ perimuscular 10/10** 10/10%% 7/10%% 10/10%% 
- Hyperplasia, epidermis 9/10** 7/10** 10/10%% 9/10%% 


Surrounding tissue of injection sites: 


Perineural tissue of sciatic nerve: 
- Inflammation (perineural) 


Bone, os femoris with joint (surrounding 
tissue): 


- Inflammation 
Mammary gland (Interstitial tissue): 
- Inflammation 


Lymph node (iliac): 


- Plasmacytosis 7/10** 
- Inflammation 3/10 
- Increased cellularity, germinal center 10/10%% 


Spleen: 
- Increased haematopoiesis 3/10 2/10 0/10 0/10 


СОЛИ 
- Vacuolation, hepatocellular, periportal 1/10 6/10* 1/10 10/10** 


.../... number of animals affected per number of animals examined 
а significantly different from control (р < 0.05) 
T significantly different from control (p < 0.01) 
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Text table 4-25: Incidences of test item-related microscopic findings for the animals 
treated with BNT162b1 


Incidences of test item-related microscopic findings in male and female main study animals after 
terminal sacrifice on test day 17 


BNT162b1 


Organ / Finding Group 4: 30 ug/animal Group 5: 100 џд/атта! 
g 


- Increased cellularity 10/10** 10/10** 10/10** 10/10** 


Bone marrow: 


Injection site | and/or Il (left/right): 


- Fibrosis intramuscular/interstitial 9/10** 10/10* * 10/10* * 10/10** 
- Fibrosis inter-/perimuscular 9/10** 10/10* * 10/10%% 10/10%% 
- Inflammation, mixed. 10/10%% 10/10%% 10/10%% 10/10%% 
- Myofiber degeneration 9/10** 10/10* * 10/10%% 10/10%% 
- Oedema, subcutis 9/10** 10/10* * 10/10%% 10/10%% 
- Oedema intramuscular/interstitial 8/10** 9/10** 10/10* * 10/10%% 
- Oedema inter-/ perimuscular 10/10%% 10/10%% 10/10%% 10/10%% 
- Нурегріавіа, epidermis 9/10%% 8/10%% 10/10%% 10/10%% 


Surrounding tissue of injection sites: 


Perineural tissue of sciatic nerve: 
- Inflammation (perineural) 10/10** 


Bone, os femoris with joint (surrounding 
tissue): 


- Inflammation 
Mammary gland (Interstitial tissue): 
- Inflammation 


Lymph node (iliac): 


- Plasmacytosis 10/10** 
- Inflammation 8/9%% 
- Increased cellularity, geminal center 10/10%% 


Spleen: 
- Increased haematopoiesis 2/10 7/10** 


E 
- Vacuolation, hepatocellular, periportal 0/10 10/10* * 8/10** 10/10%% 


.../... number of animals affected per number of animals examined 


а significantly different from control (р < 0.05) 
wu significantly different from control (p < 0.01) 
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Text table 4-26: Incidences of test item-related microscopic findings for the animals 
treated with BNT162c1 and BNT162b2 


Incidences of test item-related microscopic findings in male and female main study animals after 
terminal sacrifice on test day 10 (group 6) or test day 17 (group 7) 


BNT162c1 BNT162b2 
Organ / Finding Group 6: 30 ug/animal Group 7: 100 џд/атта! 
g 


- Increased cellularity 10/10** 10/10** 10/10** 10/10** 


Bone marrow: 


Injection site | and/or Il (left/right): 


- Fibrosis intramuscular/interstitial 9/10** 10/10%% 10/10%% 10/10%% 
- Fibrosis inter-/perimuscular 9/10** 10/10%% 10/10%% 10/10%% 
- Inflammation, mixed 9/10** 10/10%% 10/10%% 10/10%% 
- Myofiber degeneration 8/10** 9/10** 10/10%% 10/10%% 
- Oedema, subcutis 9/10** 10/10%% 10/10%% 10/10%% 
- Oedema intramuscular/interstitial 9/10** 10/10%% 10/10%% 10/10%% 
- Oedema inter-/ perimuscular 9/10** 10/10%% 10/10%% 10/10%% 
- Hyperplasia, epidermis 9/10** 10/10%% 9/10%% 10/10%% 


Surrounding tissue of injection sites: 


Perineural tissue of sciatic nerve: 
- Inflammation (perineural) 10/10%% 10/10%% 


Bone, os femoris with joint (surrounding 
tissue): 


- Inflammation 9/10** 
Mammary gland (Interstitial tissue): 

- Inflammation 0/10 
Lymph node (iliac): 


- Plasmacytosis 7/10** 10/10%% 10/10%% 
- Inflammation 7/10** 9/10** 6/10* 
- Increased cellularity, germinal center 10/10%% 10/10 10/10%% 


Skeletal muscle: 

- Infiltration, lymphohistiogranulocyt. 0/10 0/10 5/10* 0/10 
Spleen: 

- Increased haematopoiesis 0/10 0/10 2/10 8/10** 


БЕГ | ./.:. |": | 
- Vacuolation, hepatocellular, periportal 1/10 10/10%% 9/10%% 10/10%% 


.../... number of animals affected per number of animals examined 


ы significantly different from control (p < 0.05) 
242 significantly different from control (p < 0.01) 
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Recovery sacrifice 
Most of the microscopic findings noted at the injection sites, iliac lymph node, 


surrounding tissue of the injection sites (surrounding tissue of bone, os femoris 
with joint; perineural tissue of sciatic nerve; interstitial tissue of mammary gland; 
skeletal muscle) and spleen were partially or completely recovered in all animals at 
the end of the recovery period (test day 31 for group 6, test day 38 for all other 
groups). Some inflammatory lesions were still noted at the injection sites and the 
surrounding tissue of some animals, being less severe (minimal to mild) if not 
resolved; plasmacytosis in the iliac lymph node was less severe and present in 
fewer groups (30 or 100 ug BNT162b1/animal or 100 ug BNT162b2/animal) at 
the end of the 3-week recovery period, indicating partial or complete recovery. 


The infiltration of macrophages in the iliac lymph nodes of previously treated 
recovery animals were regarded as consequence of phagocytosis relating to the 
inflammatory reactions at the injection sites. 


Test item-related minimal to mild increases in the cellularity of bone marrow and 
extramedullary hematopoiesis in the spleen was fully recovered at the end of the 
3-week recovery phase. 


Test item-related vacuolation of hepatocytes in the portal regions of the liver was 
fully recovered at the end of the 3-week recovery phase. 


The incidence and the severity of the remaining findings were markedly reduced 


compared to the main study animals. 


The complete Histopathology Report is given in Section 6. 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 1: Control (2 x 100 ul Buffer/animal) 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


ЖЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
EN intolerance 
EN intolerance 
Ел 


signs of local intolerance 


- Group 1 continued on the next page. - 


n/a - not applicable 
FDA-CBER-2021-5683-0765845 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 1: Control (2 x 100 ul Buffer/animal)- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
0 test day of days 


no. 
ај мо | е No signs of local intolerance 
СЕЖЕ No signs of local intolerance 
БЕ Мо signs of local intolerance 
DESSEN No signs of local intolerance 
DEMENS No signs of local intolerance 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


Recovery period 


Animal | Observed on |Total number Observation 
no test day of days 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


11 n/a 
12 п/а 
13 n/a 
14 n/a 
No signs of local intolerance 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 2: 30 ug BNT162al/animal 


Treatment period 


po Observed on |Total number Observation 
test day of days 


No signs of local intolerance 


Eschar formation (injection site) 


No signs of local intolerance 


2 
~ 
о 


Eschar formation (injection site) 


m 
TET 


No signs of local intolerance 


ES No signs of local intolerance 


Injection site appears to be painful 


Eschar formation (injection site) 


No signs of local intolerance 


2 
~ 
о 


Eschar formation (injection site) 


m 
150; 


No signs of local intolerance 


- Group 2 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 


Group 2: 30 ug BNT162al/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
no. test day of days 


No signs of local intolerance 


Eschar formation (injection site) 


Injection site appears to be painful 


Injection site appears to be painful 


ГИ Injection site appears to be painful 


Animal | Observed on |Total number 


test day of days 


No signs of local intolerance 


No signs of local intolerance 


ES No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


n/a - not applicable 
FDA-CBER-2021-5683-0765848 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 3: 10 ug BNT162al/animal 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
ЕС intolerance 
EN intolerance 
ЕЗ 


signs of local intolerance 


- Group 3 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Group 3: 10 ug BNT162al/animal- continued 


Treatment period (continued) 
no. 


Recovery period 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


no. 
DENEN 
DEJES 
DEJES 
DEJES 


n/a = not applicable 


Male animals 


Animal | Observed on |Total number Observation 
0 test day of days 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


Animal | Observed on |Total number Observation 
0 test day of days 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 4: 30 ug BNT162b1/animal 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
EN intolerance 
EN intolerance 
Ел 


signs of local intolerance 


- Group 4 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 4: 30 ug BNT162b1/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
n test day of days 


1 n/a No signs of local intolerance 
1 n/a 
1 n/a 
1 n/a 
1 /a 


ЕС Мо signs of local intolerance 
EN No signs of local intolerance 
EN No signs of local intolerance 


EDEN 


Recovery period 


0. 
01 
02 
03 
04 
05 No signs of local intolerance 


Animal | Observed on |Total number Observation 
n test day of days 


0. 
01 Мо signs of local intolerance 
02 
03 
04 
05 


No signs of local intolerance 


No signs of local intolerance 


EMEN No signs of local intolerance 


n/a 
n/a 
n/a 
ІЗЕ: 
DIESES No signs of local intolerance 


n/a - not applicable 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


1 
1 
1 
1 
1 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 5: 100 ug BNT162b1/animal 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
EN intolerance 
EN intolerance 
Ел 


signs of local intolerance 


- Group 5 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 5: 100 ug BNT162b1/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
n test day of days 


1 n/a No signs of local intolerance 
1 п/а 
1 п/а 
1 п/а 
1 /a 


ЕС Мо signs of local intolerance 
EN No signs of local intolerance 
EN No signs of local intolerance 


EDEN 


Recovery period 


0. 
31 
32 
33 
34 
35 No signs of local intolerance 


Animal | Observed on |Total number Observation 
n test day of days 


0. 
31 Мо signs of local intolerance 
32 
33 
34 
35 


No signs of local intolerance 


No signs of local intolerance 


EMEN No signs of local intolerance 


n/a 
n/a 
n/a 
ІЗЕ: 
| [ою No signs of local intolerance 


n/a - not applicable 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


1 
1 
1 
1 
1 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 6: 30 ug ВМТ162с1/апіпа1 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
ЕС intolerance 
EN intolerance 
ЕЗ 


signs of local intolerance 


- Group 6 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 6: 30 ug BNT162cl/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
n test day of days 


1 n/a No signs of local intolerance 
1 n/a 
1 n/a 
1 n/a 
1 /a 


ЕС Мо signs of local intolerance 
EN No signs of local intolerance 
EN No signs of local intolerance 


DEN 


Recovery period 


0. 
61 
62 
63 
64 
65 No signs of local intolerance 


Animal | Observed on |Total number Observation 
n test day of days 


0. 
61 Мо signs of local intolerance 
62 
63 
64 
65 


No signs of local intolerance 


No signs of local intolerance 


EMEN No signs of local intolerance 


n/a 
n/a 
n/a 
ІЗЕ: 
| [ою Мо signs of local intolerance 


n/a - not applicable 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


1 
1 
1 
1 
1 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 7: 100 ug BNT162b2/animal 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
EN intolerance 
EN intolerance 
Ел 


signs of local intolerance 


- Group 7 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Male animals 
Group 7: 100 ug BNT162b2/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
n test day of days 


1 n/a No signs of local intolerance 
1 n/a 
1 n/a 
1 n/a 
1 /a 


ЕС Мо signs of local intolerance 
EN No signs of local intolerance 
EN No signs of local intolerance 


EDEN 


Recovery period 


0. 
91 
92 
93 
94 
95 No signs of local intolerance 


Animal | Observed on |Total number Observation 
n test day of days 


0. 
91 Мо signs of local intolerance 
92 
93 
94 
95 


No signs of local intolerance 


No signs of local intolerance 


EMEN No signs of local intolerance 


n/a 
n/a 
n/a 
ПЕ 
сш аө [ою No signs of local intolerance 


n/a - not applicable 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


1 
1 
1 
1 
1 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 1: Control (2 x 100 ul Buffer/animal) 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


ЖЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
ЕС intolerance 
EN intolerance 
ЕЗ 


signs of local intolerance 


- Group 1 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 1: Control (2 x 100 ul Buffer/animal)- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
0 test day of days 


no. 
DEMENS No signs of local intolerance 
DIESES No signs of local intolerance 
DEMENS No signs of local intolerance 
DEMENS No signs of local intolerance 
DEMENS No signs of local intolerance 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


Recovery period 


Animal | Observed on |Total number Observation 
no test day of days 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


26 n/a 
27 n/a 
28 n/a 
29 n/a 
No signs of local intolerance 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 2: 30 ug BNT162al/animal 
Treatment period 
no. test day of days 


Eschar formation (injection site) 


1 
n n/ No signs of local intolerance 
n n/ No signs of local intolerance 


Injection site appears to be painful 


1 
1 Eschar formation (injection site) 
Injection site appears to be painful 
Injection site appears to be painful 
1 
1 
1 
1 

1 


Injection site appears to be painful 


Injection site appears to be painful 


Eschar formation (injection site) 


4 
/a 
/a 
9 
14 
9 
14 
9 Injection site appears to be painful 
14 


Eschar formation (injection site) 


ЕЗ ЕЗ Injection site appears to be painful 


- Group 2 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 


Group 2: 30 ug BNT162al/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
no. test day of days 


Injection site appears to be painful 


Eschar formation (injection site) 


Injection site appears to be painful 


1 Injection site appears to be painful 


1 Injection site appears to be painful 


Injection site appears to be painful 
Eschar formation (injection site) 


Animal | Observed on |Total number 


test day of days 


No signs of local intolerance 


No signs of local intolerance 


E No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 3: 10 ug BNT162al/animal 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
EN intolerance 
EN intolerance 
Ел 


signs of local intolerance 


- Group 3 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 


Group 3: 10 ug BNT162al/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
no test day of days 


DENEN 
DESE 
DEJES 
DEJES 
БЕСЕН 


Recovery period 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


Animal | Observed on |Total number Observation 
no test day of days 


oj m | 
ef m f е 


n/a 

n/a 

8 n/a 
n/a 

/a 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


„| | = 


n/a - not applicable 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 


No signs of local intolerance 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 4: 30 ug BNT162b1/animal 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
EN intolerance 
EN intolerance 
Ел 


signs of local intolerance 


- Group 4 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 4: 30 ug BNT162b1/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
n test day of days 


1 n/a No signs of local intolerance 
1 n/a 
1 n/a 
1 n/a 
1 /a 


ЕС Мо signs of local intolerance 
EN No signs of local intolerance 
EN No signs of local intolerance 


DEN 


Recovery period 


0. 
16 
17 
18 
19 
20 No signs of local intolerance 


Animal | Observed on |Total number Observation 
n test day of days 


0. 
16 Мо signs of local intolerance 
17 
18 
19 
20 


No signs of local intolerance 


No signs of local intolerance 


EMEN No signs of local intolerance 


n/a 
n/a 
n/a 
ПЕ 
DEREN No signs of local intolerance 


n/a - not applicable 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


1 
1 
1 
1 
1 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 5: 100 ug BNT162b1/animal 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
EN intolerance 
EN intolerance 
Ел 


signs of local intolerance 


- Group 5 continued on the next page. - 


n/a - not applicable 
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Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 5: 100 ug BNT162b1/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
n test day of days 


1 n/a No signs of local intolerance 
1 n/a 
1 n/a 
1 n/a 
1 /a 


ЕС Мо signs of local intolerance 
EN No signs of local intolerance 
EN No signs of local intolerance 


рю] | 


Recovery period 


0. 
46 
47 
48 
49 
50 No signs of local intolerance 


Animal | Observed on |Total number Observation 
n test day of days 


0. 
46 No signs of local intolerance 
47 
48 
49 
50 


No signs of local intolerance 


No signs of local intolerance 


EMEN No signs of local intolerance 


n/a 
n/a 
n/a 
Eu 
ош аӊ [ое No signs of local intolerance 


n/a - not applicable 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


1 
1 
1 
1 
1 


FDA-CBER-2021-5683-0765868 


Report No. 38166 151 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 6: 30 ug ВМТ162с1/апіпа1 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
EN intolerance 
EN intolerance 
Ел 


signs of local intolerance 


- Group 6 continued on the next page. - 


n/a - not applicable 
FDA-CBER-2021-5683-0765869 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 152 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 6: 30 ug BNT162cl/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
n test day of days 


1 n/a No signs of local intolerance 
1 n/a 
1 n/a 
1 n/a 
1 /a 


ЕС Мо signs of local intolerance 
EN No signs of local intolerance 
EN No signs of local intolerance 


DEN 


Recovery period 


0. 
76 
77 
78 
79 
80 No signs of local intolerance 


Animal | Observed on |Total number Observation 
n test day of days 


0. 
76 Мо signs of local intolerance 
77 
78 
79 
80 


No signs of local intolerance 


No signs of local intolerance 


EMEN No signs of local intolerance 


n/a 
n/a 
n/a 
ШЕ 
DEREN No signs of local intolerance 


n/a - not applicable 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


1 
1 
1 
1 
1 


FDA-CBER-2021-5683-0765870 


Report No. 38166 153 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 7: 100 ug BNT162b2/animal 
Treatment period 
2. day of days 


No signs of local intolerance 


intolerance 


2 
~ 
о 


КЕЛ 

Ел 

EN intolerance 
EN intolerance 
EN i intolerance 
EN i intolerance 
EN i intolerance 
EN intolerance 
EN intolerance 
Ел 


signs of local intolerance 


- Group 7 continued on the next page. - 


n/a - not applicable 
FDA-CBER-2021-5683-0765871 
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Report No. 38166 154 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-1 Local Tolerance (General Observation) - Individual Data Rat 


Female animals 
Group 7: 100 ug BNT162b2/animal- continued 


Treatment period (continued) 


Animal | Observed on |Total number Observation 
test day of days 


n 
2 n/a No signs of local intolerance 
2 n/a 
2 n/a 
2 n/a 

/a 


ЕС Мо signs of local intolerance 
EN No signs of local intolerance 
EN No signs of local intolerance 


Recovery period 


0. 
06 
07 
08 
09 
10 No signs of local intolerance 


Animal | Observed on |Total number Observation 
no. test day of days 
No signs of local intolerance 
No signs of local intolerance 
209 
10 


No signs of local intolerance 


EMEN No signs of local intolerance 


n/a 
n/a 
n/a 
ЕЕ 
No signs of local intolerance 


n/a - not applicable 


n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 
n/a 

/a 


FDA-CBER-2021-5683-0765872 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 155 
Amendment No. 1 to Final Report 


TABLE 1-2 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 1: Control (2 x 100 ul Buffer/animal 


Test day 
(time p.a.) 


Animal no. - Males 


Іп). (1) (2) (3) 
E OelH Е Е Oel/H Е Е Oel/H F 


Treatment period 


X200 0 0.00 0.00 
0 0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 
X200 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 
X200 0 0 0 0 0 0 0 
0 0 0 0 0 0 0 0 0 
Injection (i.m.) 


Denotes day of injection/number of injection sites 

Erythema (grading: see right) 

Oedema (grading: see Section 3.8.3) 

Induration/hardening (by palpation; grading: see Section 3.8.3) 
Other findings (see right) 


(4) (5) 
E OelH Е Е Oel/H F 


0.00 0.00 
0.00 0.00 
0.00 0.00 
0.00 0.00 
0.00 0.00 
0 0 0 0 0 0 
0 0 0 0 0 0 
0 0 0 0 0 0 
0 0 0 0 0 0 
0 0 0 0 0 0 
0 0 0 0 0 0 
0 0 0 0 0 0 
: No finding 


0 
1: Very slight finding (barely perceptible) 
2: 
3 
4 


Well-defined finding 


: Moderate to severe finding 
: Severe finding 


-: No other finding 


FDA-CBER-2021-5683-0765873 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 156 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 
Group 1: Control (2 x 100 ul Buffer/animal 


Animal no. - Males 
Test day Inj. (6) (7) (8) (9) (10) 


(time p.a.) Е Oe IH F Е Oel/H Е Е Оеі/Нн Е Е Оеі/Нн Е  EOelHF 


Treatment period 


1(4ћ x2000 0.00 0.00 0.00 0.00 
2 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
3 (48 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) Х2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
10 (48 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0.00 
16 (24 h) 0 0 0 0 0 0 0 0 0 0.00 0.00 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

ІН: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 


FDA-CBER-2021-5683-0765874 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 157 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 
Group 1: Control (2 x 100 ul Buffer/animal 


Animal no. - Males 
Test day Inj. (11) (12) (13) (14) (15) 


(time p.a.) Е Oe IH F Е Oel/H Е EOelHF Е Oel/H Е Е Oel/H F 


Treatment period 


1(4ћ x2000 0.00 0.00 0.00 0.00 
2 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
3 (48 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) Х2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
10 (48 h) 0 0 0 0 0 0 0 0 0 0 3/2 0 0 0 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0.00 
16 (24 h) 0 0 0 0 0 0 0 0 0 0.00 0.00 
Recovery period 

17 (48 h) 0 0 0 ооо ооо 0.00 0 0 0 
19 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
21 (144 h) 0 0 0 0.00 0.00 0.00 0 0 0 
23 (192 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
25 (240 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
27 (288 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
29 (336 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
31 (384 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
33 (432 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
35 (480 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
37 (528 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 


FDA-CBER-2021-5683-0765875 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 158 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 
Group 1: Control (2 x 100 ul Buffer/animal 


Animal no. - Females 
Testday Inj. (16) (17) (18) (19) (20) 


(time р.а.) Е Oe IH F Е OellHF EOelHF Е Oel/H Е  EOelH F 


Treatment period 


1(4ћ x2000 0.00 0.00 0.00 0.00 
2 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
3 (48 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) Х2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
10 (48 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0.00 
16 (24 h) 0 0 0 0 0 0 0 0 0 0.00 0.00 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 


FDA-CBER-2021-5683-0765876 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 159 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 
Group 1: Control (2 x 100 ul Buffer/animal 


Animal no. - Females 
Test day Inj. (21) (22) (23) (24) (25) 


(time p.a.) Е Oe IH F Е Oel/H Е Е Oel/H Е Е Oel/H Е Е Oel/H F 


Treatment period 


1(4ћ x2000 0.00 0.00 0.00 0.00 
2 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
3 (48 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) Х2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
10 (48 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0.00 
16 (24 h) 0 0 0 0 0 0 0 0 0 0.00 0.00 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 


FDA-CBER-2021-5683-0765877 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 160 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 
Group 1: Control (2 x 100 ul Buffer/animal 


Animal no. - Females 
Testday Inj. (26) (27) (28) (29) (30) 


(time p.a.) E Oe IH F Е Oe IH F -ЕССЕІНСЕ .E Oe IH F Е Oe IH F 


Treatment period 


1(4ћ x2000 0.00 0.00 0 0 0 0 0 0 
2 (24h) 0.00 0.00 0 0 0 0 0 0 0 0 0 
3 (48 h) 0 0 0 0.00 0 0 0 0 0 0 0.00 
5 (96 h) 0.00 0.00 0.00 0.00 0.00 
7 (144 h) 0.00 0.00 0.00 ооо ооо 
8(4h) X20 0 0 0 0 0 ооо 0.00 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
10 (48 h) 0 0 0 0 0 0 0 0 0 0 3/2 0 0 0 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0.00 
16 (24 h) 0.00 0.00 0.00 0.00 0 0 0 
Recovery period 

17 (48 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
19 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
21 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
23 (192 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
25 (240 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
27 (288 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
29 (336 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
31 (384 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
33 (432 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
35 (480 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
37 (528 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 


FDA-CBER-2021-5683-0765878 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 161 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 2: 30 ug ВМТ162а1/апіта! 


Animal no. - Males 
Test day Inj. (31) (32) (33) (34) (35) 


(time p.a.) E Oe IH F .E Сен F Е Oe lH F Е бен F Е OelH F 


Treatment period 


1(4h) X10 0 0 ооо ооо 0.00 0.00 

2 (24 h) 0.00 0.00 0 1 0 0 1 0 0 2 0 

3 (48 h) 0 0 0 - 0 1 0 - ооо - 000 - 02 0 - 
5 (96 h) 0005 1005 0005 0005 1105 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

9 (24 h) 0 0 0 0 1 0 1 2 0 1 2 0 0 2 0 

10 (48 h) 0 0 0 2 1 0 1 2 0 2 2 0 0 2 0 

12 (96 h) 0 0 0 1 0 0 1 1 0 1 1 0 0 1 0 

14 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X100 0 0.00 0.00 0.00 0.00 

16 (24 h) 0 2 0 0 2 0 0 2 0 0 2 0 0 2 0 

Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


S: Scabby skin 


FDA-CBER-2021-5683-0765879 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 162 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 2: 30 ug ВМТ162а1/апіта! 


Animal no. - Males 
Test day Inj. (36) (37) (38) (39) (40) 


(time p.a.) Е Oe IH F Е OOellHF EOelHF Е Oel/H Е Е Oel/H F 


Treatment period 


1(4h) X10 0 0 ооо ооо 0.00 0.00 

2 (24 h) 0 1 0 0 0 0 0 2 0 0 1 0 0 1 0 

3 (48 h) ооо - 0 1 0 - ооо - 010 - 000 - 
5 (96 h) 0005 1005 0105 1005 1005 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

9 (24 h) 1 2 0 0 3 0 1 2 0 0 1 0 0 2 0 

10 (48 h) 1 2 0 130 0 1 0 1 1 0 0 2 0 

12 (96 h) 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 

14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X100 0 0.00 0.00 0.00 0.00 

16 (24 h) 0.10 020 0 2 0 0 2 0 0 2 0 

Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


S: Scabby skin 


FDA-CBER-2021-5683-0765880 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 163 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 2: 30 ug ВМТ162а1/апіта! 


Animal no. - Males 
Test day Inj. (41) (42) (43) (44) (45) 


(time p.a.) Е Oe IH F Е ІНЕ Е Oel/H Е Е Oel/H Е Е Oel/H F 


Treatment period 


1(4h) x1000 0 0 0 0 0 0 0 0 0 0 0 0 
2 (24h) 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 
3 (48 h) 0 1 0 - 02 0 - 02 0 - 000 - 0 0 0 - 
5 (96 h) 1005 1105 1005 0005 1005 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4ћ X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 1 1 0 0 2 0 1 3 0 0 3 0 0 3 0 
10 (48 h) 0 3 0 1 2 0 1 3 0 0 3/2 0 1 2 0 
12 (96 h) 0.10 0 1 0 0 2 0 0.10 0.10 
14 (144 hr 0.00 0.00 0.00 0.00 0.00 
15(4h) X100 0 0 0 0 0.00 0.00 0.00 
16 (24 h) 0 1 0 0 2 0 1 2 0 0 1 0 0 2 0 
Recovery period 
17 (48 h) 0 1 0 ооо 120 020 120 
19 (96 h) 4 0 0 4 0 0 4 2 0 4 1 0 4 2 0 
21 (144 h) 1 0 0 1 0 0 110 0.00 0.00 
23 (192 h) 4 0 0 4 0 0 0 0 0 0 0 0 0 0 0 
25 (240 h) 4 0 0 4 0 0 0 0 0 0 0 0 0 0 0 
27 (288 h) 400 - 4 0 0 - 0 0 0 0 0 0 0 0 0 
29 (336 h) 1007 1007 0.00 0.00 0.00 
31 (384 h) 1007 1007 0.00 0.00 0.00 
33 (432 h) 1007 1007 0.00 0.00 0 0 0 
35 (480 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
37 (528 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 
ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 
Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 
I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 
E: Other findings (see right) -: No other finding 

S: Scabby skin 


T: Scar tissue 
FDA-CBER-2021-5683-0765881 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 164 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 2: 30 ug ВМТ162а1/апіта! 


Animal no. - Females 
Test day Inj. (46) (47) (48) (49) (50) 


(time p.a.) E Oe IH Е EOelH Е EOelHF Е Oel/H F  EOelHF 


Treatment period 


1(4h) X10 0 0 ооо ооо ооо 0.00 

2 (24 h) 0.00 0.00 0.00 0.00 0.00 

3 (48 h) 0 0 0 - 02 0 - 010 - 02 0 - 010 - 
5 (96 h) 0005 1005 1005 0005 0005 
7 (144 h) 0.00 0.00 0.00 0 0 0 0 0 0 
8(4h) X/1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

9 (24 h) 0 1 0 0 0 0 0 1 0 0 2 0 030 

10 (48 h) 0 2 0 1 0 0 1 2 0 130 0 2 0 

12 (96 h) 0 1 0 0 0 0 0 1 0 0 1 0 0 0 0 

14 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X100 0 0.00 0.00 0.00 0.00 

16 (24 h) 0 2 0 0 2 0 0 1 0 0 2 0 0 2 0 

Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


S: Scabby skin 


FDA-CBER-2021-5683-0765882 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 165 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 2: 30 ug ВМТ162а1/апіта! 


Animal no. - Females 
Test day Inj. (51) (52) (53) (54) (55) 


(time p.a.) Е Oe IH F Е Oel/H Е EOelHF Е Оеі/Нн Е Е Oel/H F 


Treatment period 


1(4h) X10 0 0 0.00 0.00 0.00 0.00 

2 (24 h) 0 0 0 0 1 0 0 0 0 0 0 0 0.00 

3 (48 h) 010 - 010 - 010 - 000 - 010 - 
5 (96 h) 1105 1105 1005 0005 1005 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4h X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

9 (24 h) 1 2 0 1 2 0 0 2 0 1 3 0 1 2 0 

10 (48 h) 1 2 0 130 130 130 130 

12 (96 h) ооо 0.10 0 2 0 0 2 0 0 1 0 

14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X100 0 0.00 0.00 0.00 0.00 

16 (24 h) 0.10 020 0.10 020 120 

Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


S: Scabby skin 


FDA-CBER-2021-5683-0765883 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 166 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 2: 30 ug ВМТ162а1/апіта! 


Animal no. - Females 
Test day Inj. (56) (57) (58) (59) (60) 


(time p.a.) E Oe IH Е EOelH Е EOelHF Е Оеі/Нн Е Е Оеі/Н Е 


Treatment period 


1(4h) X10 0 0 0.00 0.00 0.00 0.00 
2 (24 h) 0 0 0 0 0 0 0 0 0 0.00 0.00 
3 (48 h) 02 0 - 0 0 0 - 02 0 - 02 0 - 010 - 
5 (96 h) 0005 0005 0105 0005 1005 
7 (144 h) 0.00 ооо 0.00 0.00 0.00 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 1 2 0 0 2 0 0 2 0 0 3 0 0 2 0 
10 (48 h) T. 2 0 0 2 0 030 0 3/2 0 2 2 0 
12 (96 h) 0 1 0 0 1 0 0 1 0 0 0 0 1 1 0 
14 (144 hr 0.00 0.00 0.00 0.00 0 0 0 
15(4h) X100 0 0.00 0.00 0.00 0.00 
16 (24 h) 0 2 0 0 1 0 0 1 0 0 1 0 1 2 0 
Recovery period 
17 (48 h) 1 2 0 0 2 0 0 2 0 0 1 0 0 2 0 
19 (96 h) 4 2 0 4 2 0 4 2 0 4 1 0 4 0/1 0 
21 (144 h) 1 0 0 0 0 0 2 0 0 2 0 0 2 0 0 
23 (192 h) 0 0 0 0 0 0 4 0 0 4 0 0 1 0 0 
25 (240 h) 0 0 0 0 0 0 4 1 0 4 0 0 0 0 0 
27 (288 h) 0 0 0 0 0 0 4 1 0 4 0 0 0 0 0 
29 (336 h) 0 0 0 0 0 0 4 0 0 4 0 0 0 0 0 
31 (384 h) 0 0 0 0 0 0 4 0 0 4 0 0 0 0 0 
33 (432 h) 0 0 0 0 0 0 200 - 2 0 0 - ооо - 
35 (480 h) 0 0 0 0 0 0 0 0 0 T 0 0 0 T 0 0 0 T 
37 (528 h) ооо 0.00 0.00 0.00 000 T 
Inj.: Injection (i.m.) 0: No finding 
ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 
Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 
I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 
E: Other findings (see right) -: No other finding 
shes Finding noted at left/right administration site 5: Scabby skin 
(if applicable and different severities were noted) T: Scar tissue 


FDA-CBER-2021-5683-0765884 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 167 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 3: 10 ug ВМТ162а1/апіта! 


Animal no. - Males 
Test day Inj. (61) (62) (63) (64) (65) 


(time p.a.) Е Oe IH F Е Oel/H Е Е Оеі/Нн Е Е Oel/H Е Е Oel/H F 


Treatment period 


1(4h) X10 0 0 0.00 0.00 0.00 0.00 
2 (24 h) 0 1 0 0 1 0 0 1 0 0 1 0 0 1 0 
3 (48 h) 0 0 0 0 1 0 0 1 0 0 1 0 0 1 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
10 (48 h) 0 3 0 0 30 0 3 0 0 2 0 0 3 0 
12 (96 h) 0 2 0 0 1 0 0 0 0 0 0 0 0 0 0 
14 (144 h) 0 0 0 0 0 0 0 0 0 4 0 0 0 0 0 
15(4h) X100 0 0.00 0.00 0 0 0 0 0 0 
16 (24 h) 0 1 0 0 1 0 0 0 0 0 1 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


FDA-CBER-2021-5683-0765885 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 168 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 3: 10 ug ВМТ162а1/апіта! 


Animal no. - Males 
Test day Inj. (66) (67) (68) (69) (70) 


(time p.a.) Е Oe IH F Е ІНЕ EOelHF Е Oel/H Е  EOelH F 


Treatment period 


1(4h) X10 0 0 ооо ооо 0.00 0.00 
2 (24 h) 0 1 0 0 0 0 0 0 0 0 1 0 0 1 0 
3 (48 h) 0 1 0 0 1 0 0 0 0 0 1 0 0 1 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4ћ X10 00 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 
10 (48 h) 0 2 0 030 0 2 0 0 2 0 0 3 0 
12 (96 h) 0 1 0 0.10 0 1 0 0 0 0 ооо 
14 (144 0.00 4 1 0 0.00 4 02 0 1 0 
15(4h) X100 0 0.00 0.00 0.00 0 0 0 
16 (24 h) 0 1 0 0 2 0 1 1 0 0 2 0 0.10 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


FDA-CBER-2021-5683-0765886 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 169 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 3: 10 ug ВМТ162а1/апіта! 


Animal no. - Males 
Testday Inj. (71) (72) (73) (74) (75) 


(time p.a.) E Oe IH F ЕСЕГЕ ЈЕ Oe IH F Е Oe IH F 2:06 IH F 


Treatment period 


1(4h) X10 0 0 0 0 0 ооо 0 0 0 0 0 0 
2 (24 h) 0.00 0 1 0 0 0 0 0 0 0 0 0 0 
3 (48 h) 0 1 0 0 1 0 0 1 0 0 1 0 0 1 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1 0 0 0 0 0 0 0 0 1 0 0 0 0 
10 (48 h) 0 з 0 0 2 0 0 2 0 0 3/2 0 0 3 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 4 0 0 0 0 0 4 0 0 0 0 0 0 0 0 
15(4h) X100 0 0.00 0.00 0.00 0.00 
16 (24 h) 0 1 0 0 1 0 0 2 0 0 1 0 0 1 0 
Recovery period 

17 (48 h) 1 0 0 1 0 1 1 1 0 0 2 0 0 2 0 
19 (96 h) 0 1 0 0.00 0.00 020 0.00 
21 (144 h) 0 1 0 0.00 0 0 0 0 2 0 0 0 0 
23 (192 h) 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0 
25 (240 h) 0 0 0 0 0 0 0.10 0.10 0.00 
27 (288 h) 0.00 0.00 0 1 0 0 1 0 0 0 0 
29 (336 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
31 (384 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
33 (432 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
35 (480 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
37 (528 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


FDA-CBER-2021-5683-0765887 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 170 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 3: 10 ug ВМТ162а1/апіта! 


Animal no. - Females 
Test day Inj. (76) (77) (78) (79) (80) 


(time p.a.) Е Oe IH F Е OellHF EOelHF Е Oel/H Е Е Oel/H F 


Treatment period 


1(4h X10 0 0 0.00 0.00 0.00 0.00 
2 (24 h) 0 1 0 0 0 0 0 0 0 0 0 0 0.00 
3 (48 h) 0 1 0 0 0 0 0 0 0 0 1 0 0 0 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
т (144 h) 0 0 0 ооо 0.00 0 0 0 0 0 0 
8(4h) X10 00 0 1 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1 0 0 1 0 0 2 0 0 0 0 0 1 0 
10 (48 h) 0 2 0 0 2 0 0 2 0 030 0 2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 h) 0 0 0 4 0 0 0 0 0 4 0 0 0 0 0 
15(4h) X100 0 0 0 0 0 0 0 0 0 0 0 0 0 
16 (24 h) 0 1 0 0 1 0 1 2 0 0 2 0 0 1 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


FDA-CBER-2021-5683-0765888 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 171 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 3: 10 ug ВМТ162а1/апіта! 


Animal no. - Females 
Test day Inj. (81) (82) (83) (84) (85) 


(time p.a.) Е Oe IH F Е Oel/H Е Е Oel/H Е Е Oel/H Е Е Oel/H F 


Treatment period 


1(4h) X10 0 0 0.00 0.00 0.00 0.00 
2 (24 h) 0 1 0 0.00 0 1 0 0.00 0 0 0 
3 (48 h) 0 1 0 0 0 0 0 1 0 0 0 0 0 1 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
т (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 
10 (48 h) 0 2 0 0 3 0 0 3 0 030 030 
12 (96 ћ) 000 0.00 0.10 0.00 0 0 0 
14 (144 hr 0.00 0.00 4 0 0 0.00 0.00 
15(4h) X1 0 0 0 0.00 0 0 0 0.00 0.00 
16 (24 h) 020 0 1 0 0 2 0 0 1 0 0 2 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


FDA-CBER-2021-5683-0765889 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 172 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 3: 10 ug ВМТ162а1/апіта! 


Animal no. - Females 
Test day Inj. (86) (87) (88) (89) (90) 


(time p.a.) Е Oe IH F Е Oel/H Е EOelHF Е Oel/H Е Е Oel/H F 


Treatment period 


1(4h) X10 0 0 0.00 0.00 0 0 0 0 0 0 
2 (24h) 0 1 0 0 0 0 0 1 0 0 0 0 0 1 0 
3 (48 h) 0 1 0 0 0 0 0 1 0 0 1 0 0 1 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0.00 0.00 
7 (144 h) 0.00 ооо 0.00 0 0 0 0 0 0 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 
10 (48 h) 0 3 0 0 2 0 0 2 0 0 3/2 0 0 2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X100 0 0.00 0.00 0.00 0.00 
16 (24 h) 020 0 1 0 0.10 020 0 1 0 
Recovery period 

17 (48 h) 1 1 0 0 2 0 0 2 0 0 2 0 0 2 0 
19 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
21 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
23 (192 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
25 (240 h) 0 0 0 0 1 0 0 0 0 0 1 0 0.10 
27 (288 h) 0.00 0.00 0 0 0 0 0 0 0 0 0 
29 (336 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
31 (384 h) 0 0 0 0 0 0 0 0 0 ооо 0.00 
33 (432 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
35 (480 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
37 (528 h) ооо ооо 0.00 0.00 0.00 
Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


FDA-CBER-2021-5683-0765890 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 173 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 4: 30 ug BNT162b1/animal 


Animal no. - Males 
Test day Inj. (91) (92) (93) (94) (95) 


(time p.a.) Е Oe IH F Е Oel/H Е EOelHF Е Oel/H Е Е Oel/H F 


Treatment period 


1(4h) X10 0 0 0.00 0.00 0.00 0.00 

2 (24 h) 0 1 0 0 1 0 0 2 0 0 0 0 0 0 0 

3 (48 h) 0 2 0 0 1 0 0 2 0 0 0 0 010 - 
5 (96 h) 0 0 0 0 0 0 0 1 0 0 0 0 0005 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

9 (24 h) 1 2 0 0 1 0 0 1 0 0 1 0 0 1 0 

10 (48 h) 030 0 2 0 0 2 0 0 1 0 0 1 0 

12 (96 h) 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 

14 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X100 0 0.00 0.00 0.00 0.00 

16 (24 h) 0 1 0 0 2 0 0 1 0 0 2 0 0 1 0 

Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


S: Scabby skin 


FDA-CBER-2021-5683-0765891 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 174 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 4: 30 ug BNT162b1/animal 


Animal no. - Males 
Test day Inj. (96) (97) (98) (99) (100) 


(time p.a.) E Oe IH Е Е ІНЕ EOelHF Е Oel/H F Е Оеі/Н Е 


Treatment period 


1(4h) X10 0 0 0.00 0.00 0.00 0.00 

2 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 

3 (48 h) 0 1 0 0 0 0 0 1 0 0 0 0 010 - 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0005 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4h X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

9 (24 h) 0 2 0 0 1 0 0 1 0 1 0 0 0 1 0 

10 (48 h) 0 1 0 0 1 0 0 1 0 0 1 0 0 1 0 

12 (96 h) 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 

14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X100 0 0 0 0 0 0 0 0 0 0 0 0 0 

16 (24 h) 0 1 0 0 1 0 0 1 0 0 1 0 1 1 0 

Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


S: Scabby skin 


FDA-CBER-2021-5683-0765892 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 175 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 4: 30 ug BNT162b1/animal 


Animal no. - Males 
Testday Inj (101) (102) (103) (104) (105) 


(time p.a.) E Oe IH Е СЕ бен F Е OelH F Е OelH F СЕ Oe IH F 


Treatment period 


1(4h X10 0 0 0.00 0.00 0.00 0.00 
2 (24 h) 0 1 0 0 0 0 0 1 0 0 2 0 0 1 0 
3 (48 h) 0 1 0 0 0 0 - 0 0 0 0 1 0 0 1 0 
5 (96 h) 0 0 0 0005 000 0.00 0.00 
7 (144 h) 0.00 ооо ооо 0.00 0.00 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1 0 0 1 0 1 2 0 110 0.10 
10 (48 h) 0.00 0.00 1 1 0 0 3/2 0 0.00 
12 (96 h) 0.00 0.00 0.10 ооо 0.00 
14 (144 hr 0.00 0.00 0.00 0.00 0.00 
15(4h) X100 0 0.00 0.00 0.00 0.00 
16 (24 h) 0.10 0 2 0 0 2 0 0 1 0 0 2 0 
Recovery period 
17 (48 h) 0 1 0 0 2 0 1 2 0 0 1 0 0 2 0 
19 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
21 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
23 (192 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
25 (240 h) 0 0 0 0.10 0 0 0 0 0 0 0 1 0 
27 (288 h) 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 
29 (336 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 
31 (384 h) 0 0 0 0 0 0 0 0 0 ооо 001 
33 (432 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 
35 (480 h) 0 0 0 0.00 0.00 0.00 0 0 0 
37 (528 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 
ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 
Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 
I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 
E: Other findings (see right) -: No other finding 

S: Scabby skin 


T: Scar tissue 
FDA-CBER-2021-5683-0765893 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 176 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 4: 30 ug BNT162b1/animal 


Animal no. - Females 
Testday Inj. (106) (107) (108) (109) (110) 


(time p.a.) Е Oe IH F Е Oel/H Е EOelHF Е Oel/H Е  EOelHF 


Treatment period 


1(4h) X10 0 0 0.00 0.00 0.00 0.00 
2 (24 h) 0 2 0 0 0 0 0 1 0 0 2 0 0 0 0 
3 (48 h) 010 - 0 0 0 0 1 0 0 2 0 0 0 0 
5 (96 h) 0005 000 000 0.00 0.00 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 110 0 1 0 0 0 0 0 1 0 0 1 0 
10 (48 h) 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0.00 
15(4h) X100 0 0.00 0.00 0.00 0.00 
16 (24 h) 0 1 0 0 2 0 1 2 0 0 1 0 020 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


S: Scabby skin 


FDA-CBER-2021-5683-0765894 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 177 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 4: 30 ug BNT162b1/animal 


Animal no. - Females 
Testday Inj. (111) (112) (113) (114) (115) 


(time p.a.) E Oe IH F Е Oe IH F “Bb: Oe IH F Е Oe НО СЕСЕІН-Е 


Treatment period 


1(4h) X10 0 0 ооо ооо 0.00 0.00 
2 (24 h) 0 2 0 0 2 0 0 1 0 0 2 0 0 1 0 
3 (48 h) 0 1 0 020 0 1 0 02 0 - 0 0 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0005 000 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1 0 0 1 0 0 1 0 0 1 0 0 1 0 
10 (48 h) 0 1 0 0 0 0 0 1 0 0 1 0 0 1 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0.00 0.00 0.00 0.00 0.00 
15(4h) X100 0 0.00 0.00 0.00 0.00 
16 (24 h) 0 2 0 110 0 2 0 0 1 0 0 2 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 


S: Scabby skin 


FDA-CBER-2021-5683-0765895 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 178 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 4: 30 ug BNT162b1/animal 


Animal no. - Females 
Testday Inj. (116) (117) (118) (119) (120) 


(time p.a.) E Oe IH F :E-OQe IH F СЕСОЕІНСЕ Е ОеН F EOelH F 


Treatment period 


1(4h) X10 0 0 ооо 0.00 0 0 0 0 0 0 
2 (24 h) 0 1 0 0 2 0 0 0 0 0 0 0 0 1 0 
3 (48 h) 020 020 0 1 0 0 1 0 020 
5 (96 h) 0.00 0.00 0.00 0.00 0.00 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1 0 0 2 0 0 1 0 0.10 0 1 0 
10 (48 h) 0 1 0 0 1 0 0 1 0 1 3/2 0 0 1 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0.00 0.00 0.00 0.00 0.00 
15(4h) X100 0 0.00 0.00 0.00 0.00 
16 (24 h) 0 1 0 0 1 0 0 2 0 0 2 0 0 1 0 
Recovery period 
17 (48 h) 0 1 0 0 2 0 0 2 0 0 1 0 0 1 0 
19 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
21 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
23 (192 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
25 (240 h) 0 1 0 0 0 0 0 0 0 0 1 0 0 0 0 
27 (288 h) 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 
29 (336 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
31 (384 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
33 (432 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
35 (480 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
37 (528 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 
ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 
Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 
I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 
E: Other findings (see right) -: No other finding 

S: Scabby skin 


T: Scar tissue 
FDA-CBER-2021-5683-0765896 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 179 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 5: 100 ug BNT162b1/animal 


Animal no. - Males 
Test day Inj. (121) (122) (123) (124) (125) 


(time p.a.) E Qe IH F Е OelH. F :E-Oe IH F Е Oe Н F EOelH F 


Treatment period 


1(4h) x2000 0.00 0.00 0.00 0.00 
2 (24 h) 0.10 0.00 0.00 0.00 0.00 
3 (48 h) 0 1 0 0 0 0 0 0 0 0 0/1 0 0 1/0 0 
5 (96 h) 0.00 0.00 0.00 0.00 0.00 
7 (144 h) 0.00 ооо ооо ооо ооо 
8(4h) X20 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0.00 0.00 0 1 0 0 1/0 0 0.00 
10 (48 h) 020 0 2/3 0 020 0 2 0 0 1 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
16 (24 h) 020 0 2 0 0 2 0 0 3 0 0 2 0 
Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

Е Finding noted at left/right administration site 5: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765897 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 180 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 5: 100 ug BNT162b1/animal 


Animal no. - Males 
Test day Inj. (126) (127) (128) (129) (130) 


(time p.a.) Е Oe IH F Е OellHF EOelHF Е Оеі/Нн Е Е Oel/H F 


Treatment period 


1(4h) x2000 0 0 0 0 0 0 ооо ооо 
2 (24 h) 0 1 0 0 0 0 0 0 0 0 1 0 0 1 0 
3 (48 h) 0 1/0 0 0 1 0 0 0 0 0 0 0 0 1/0 0 
5 (96 h) 0.00 0.00 0.00 0.00 0.00 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4h) Х2 0 00 000 0.00 0.00 0.00 
9 (24 h) 0.00 0 1/0 0 0.00 0 1 0 0 1/0 0 
10 (48 h) 020 030 030 0 3/2 0 0 3/2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
16 (24 h) 0 2/3 0 0 2 0 0 2 0 0 2 0 030 
Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

Е Finding noted at left/right administration site 5: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765898 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 181 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 5: 100 ug BNT162b1/animal 


Animal no. - Males 
Testday Inj. (131) (132) (133) (134) (135) 


(time p.a.) E Oe IH F EOelH F :E-Qe но. E-Oe но Е Oe ИНЕ 


Treatment period 


1(4h) Х20 00 0.00 0.00 0.00 0.00 
2 (24 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
3 (48 h) 0 0 0 0 0 0 0 0 0 0 1/0 0 0 0 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) Х2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 1 0 0 1/0 0 
10 (48 h) 020 0 2 0 0 2 0 0 3/2 0 0 2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X200 0 0.00 0.00 0.00 0.00 
16 (24 h) 030 0 2 0 0 3/2 0 0 3 0 0 2 0 
Recovery period 

17 (48 h) 0 2/3 0 0 2 0 0 3 0 0 3/2 0 030 
19 (96 ћ) 0 1 0 0 0 0 0 1 0 0 1 0 0 0 0 
21 (144 h) 0 1 0 0 0 0 0 1 0 0 1 0 0 0 0 
23 (192 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
25 (240 h) 0.10 0.00 0 1 0 0 1 0 0 1⁄2 0 
27 (288 h) 0 1 0 0 0 0 0 0/1 0 0 1 0 0 1 0 
29 (336 h) 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0 
31 (384 h) 0 1/0 0 0.00 0 1/0 0 0.00 0.00 
33 (432 h) 0 1/0 0 0.00 0.00 0.00 0 0 0 
35 (480 h) 0 1/0 0 0.00 0.00 0.00 0.00 
37 (528 h) 0.00 0.00 0.00 0.00 0.00 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

{лг Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765899 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 182 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 5: 100 ug BNT162b1/animal 


Animal no. - Females 
Test day Inj. (136) (137) (138) (139) (140) 


(time p.a.) Е Oe IH Е Е Oel/H Е EOelHF EOelHF Е Oel/H F 


Treatment period 


1(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
2 (24 h) 0 0 0 0 0 0 0 1 0 0 1 0 0 1 0 
3 (48 h) 1 0 0 0 0 0 0 1 0 0 0 0 0/1 0/1 0 
5 (96 h) 0.00 0.00 0.00 0.00 100 
7 (144 h) 0.00 ооо ооо ооо ооо 
8(4h) X20 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1/0 0 0.00 0.00 0.00 0.00 
10 (48 h) 030 0 2/3 0 0 2 0 0 2 0 0 3/2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 h) 4 0 0 4 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
16 (24 h) 020 0 2 0 0 2 0 0 2 0 0 2 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

ІН: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

dus Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765900 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 183 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 5: 100 ug BNT162b1/animal 


Animal no. - Females 
Test day Inj. (141) (142) (143) (144) (145) 


(time p.a.) E Oe IH F Е OelH F -E-Oe lH F Е Oe IF СЕ" бе НЕ 


Treatment period 


1(4h) Х20 0 0 0 0 0 ооо 0.00 0.00 
2 (24 h) 0 0 0 0 1 0 0 0 0 0 1 0 0 1 0 
3 (48 h) 0 0 0 0 0 0 1/0 1/0 0 0 0 0 0 1/0 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) Х2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1/0 0 0 0 0 0 1/0 0 0 1/0 0 0 1 0 
10 (48 h) 0 3 0 0 3/2 0 030 0 3/2 0 0 2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 h 0 0 0 0 0 0 0.00 0 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
16 (24 h) 0 2/3 0 10 2 0 030 0 2 0 0 2 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

ІН: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

dus Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765901 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 184 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 5: 100 ug BNT162b1/animal 


Animal no. - Females 
Testday Inj. (146) (147) (148) (149) (150) 


(time р.а.) E Oe IH F - E OelH F Е OelH F Е OelH F Е Oe IH F 


Treatment period 


1(4h) X20 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
2 (24 h) 0 1 0 0 1 0 0.0 0 0 1 0 0.0 0 
3 (48 h) 0 1/0 0 ооо ооо 0 1/0 0 ооо 
5 (96 h) ооо ооо ооо ооо 100 
7 (144 h) ооо ооо ооо ооо ооо 
8(4h) х2 0 0 0 ооо 0.0 0 ооо ооо 
9 (24 h) 0.0 0 0.0 0 0.0 0 0.0 0 0 1/0 0 
10 (48 h) 02 0 0 2 0 0 32 0 0 3/2 0 0 3 0 
12 (96 h) ооо ооо ооо ооо ооо 
14 (144 h 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X200 0 0.0 0 0.0 0 0.0 0 0.0 0 
16 (24 h) 0 2 0 02 0 0 2 0 0 3 0 0 2 0 
Recovery period 

17 (48 h) 0 2 0 0 2 0 0 2 0 0 3/2 0 0 2 0 
19 (96 h) 0 1 0 0 0 0 ооо 010 0.00 
21 (144 h) 0 1 0 0.0 0 0.0 0 0 1 0 0.0 0 
23 (192 h) 0.0 0 0.0 0 ооо ооо ооо 
25 (240 h) 0 1/2 0 0 1 0 0 1 0 0 1/0 O 0 1 0 
27 (288 h) 0 0/1 0 0 1 0 0 1 0 0 1 0 0 1 0 
29 (336 h) 0.0 0 0.0 0 0.0 0 0.0 0 0.0 0 
31 (384 h) 0.0 0 0.0 0 0.0 0 0.0 0 0.0 0 
33 (432 h) ооо ооо 0 0 0 0 0 0 0.00 
35 (480 h) 0.0 0 0.0 0 0.0 0 ооо ооо 
37 (528 h) 0.0 0 ооо ооо ооо ооо 
Inj.: Injection (i.m.) 0: No finding 

Xl... Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

ИН: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

du Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765902 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 185 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 6: 30 ug BNT162c1/animal 


Animal no. - Males 
Test day Inj. (151) (152) (153) (154) (155) 


(time p.a.) E Oe IH Е EOelH Е EOelHF Е Оеі/Нн Е Е Оеі/Н Е 


Treatment period 


1(4h) X10 0 0 ооо ооо ооо ооо 
2 (24 h) 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 
3 (48 h) 0 1 0 0 2 0 0 1 0 0 0 0 0 1 0 
5 (96 h) 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4ћ X10 00 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 

ves Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) FDA-CBER-2021-5683-0765903 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 186 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening 


Assessment of injection sites based on DRAIZE 


Group 6: 30 ug BNT162c1/animal 


Animal no. - Males 
Testday Inj. (156) (157) (158) (159) 
(time p.a.) E Oe IH F Е Oel/H Е EOelHF Е Oel/H F 


Treatment period 
4h) XA 


144 h) 


4h) Xn 


1( 0 
2( 0 
3( 0 
5 (96 h) 0 
7( 0 
8( 0 
9 (24 h) 0 


о о о о ооо 
о о әс ооо 
о о әс ооо 
о о о о = > со 
о о әс ооо 
о о о = о о о 
о о о о љ > о 
о о әс ооо 
о о әс ооо 
о о о OFF о 
о о әс ооо 


(160) 


Ба! 


E Oe IH F 


о о әс ооо 


ке о о о ~ н о 


Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: 

E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 
I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 

ves Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) 


с о о о ооо 


Very slight finding (barely perceptible) 


FDA-CBER-2021-5683-0765904 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 187 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 6: 30 ug BNT162c1/animal 


Animal no. - Males 
Testday Inj. (161) (162) (163) (164) (165) 


(time p.a.) E Oe IH F Е OelH F :E-Qe lH FE Oe IH. F EOelH F 


Treatment period 


1(4h) X10 0 0 0 0 0 0 0 0 ооо 0.00 
2 (24 h) 0 1 0 0 1 0 0 1 0 0 1 0 0 1 0 
3 (48 h) 0 1 0 0 1 0 0 2 0 0 1 0 0 2 0 
5 (96 h) 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4ћ X10 00 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0 
Recovery period 

10 (48 h) 0 3 0 0 4 0 0 4 0 0 3 0 0 3 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 ћ 0 0 0 4 0 0 4 0 0 4 0 0 4 0 0 
16 (192 hr 0.00 0 2 0 0.00 0.00 0.00 
18 (240 h) 0.00 4 00 0.00 0.00 0.00 
20 (288 h) 0.00 4 0 0 0 0 0 0 0 0 0 0 0 
22 (336 h) 0 0 0 400 - 0 0 0 0 0 0 0 0 0 
24 (384 h) 0 0 0 400 С 0 0 0 0 0 0 0 0 0 
26 (432 h) 0 0 0 10 0С 0.00 0.00 0.00 
28 (480 h) 0.00 100€ 0.00 0.00 0.00 
30 (528 h) 0.00 100€ 0.00 0.00 0.00 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

ves Finding noted at left/right administration site C: Incrusted wound / Scar tissue 


(if applicable and different severities were noted) FDA-CBER-2021-5683-0765905 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 188 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 6: 30 ug BNT162c1/animal 


Animal no. - Females 
Test day Inj. (166) (167) (168) (169) (170) 


(time p.a.) E Oe IH Е EOelH Е EOelHF Е Оеі/Нн Е  EOelHF 


Treatment period 


1(4h) X10 0 0 0.00 0.00 0.00 0.00 
2 (24 h) 0 1 0 0 1 0 0 1 0 0 1 0 0 0 0 
3 (48 h) 0 1 0 0 1 0 0 0 0 0 1 0 0 1 0 
5 (96 h) 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 
т (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1 0 0 0 0 0 1 0 0 1 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 

dass Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) FDA-CBER-2021-5683-0765906 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 189 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 
TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening 


Assessment of injection sites based on DRAIZE 


Group 6: 30 ug BNT162c1/animal 


Animal no. - Females 
Testday Inj. (171) (172) (173) (174) 
(time p.a.) E Oe IH F EOelhHF EOelHF Е ое НЕ 


Treatment period 
4h) XA 


144 h) 


4h) Xn 


1( 0 
2( 0 
3( 0 
5 (96 h) 0 
7( 0 
8( 0 
9 (24 h) 0 


о о о OFF со 
о о о о ооо 
о о әс ооо 
ке о онон о 
о о әс ооо 
о о әс ооо 
нн о әс онко 
о о әс ооо 
о о әс ооо 
о о о OFF о 
о о әс ооо 


(175) 


Ба! 


E Oe IH F 


о о Әә о» о» о 


ке о о ON ҥе с 


Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: 

E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 
I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 

dass Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) 


с о әс ооо 


Very slight finding (barely perceptible) 


FDA-CBER-2021-5683-0765907 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 190 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 6: 30 ug BNT162c1/animal 


Animal no. - Females 
Testday Inj (176) (177) (178) (179) (180) 


(time р.а.) E Oe lH F Е ОеН F ЕСЕІНЕ .E Oe IIH F СЕ Oe IH F 


Treatment period 


1(4h) X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
2 (24h) 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 
3 (48 h) 0 1 0 0 0 0 0 1 0 0 1 0 0 1 0 
5 (96 h) 0 0 0 0 0 0 1 0 0 110 0.00 
7 (144 h) 0.00 0.00 0.00 0.00 0.00 
8(4ћ X10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1 0 0 1 0 0 0 0 0 0 0 0 1 0 
Recovery period 

10 (48 h) 0 3 0 0 2 0 0 3 0 030 030 
12 (96 h) 0 1 0 0 1 0 0 0 0 0 1 0 0 0 0 
14 (144 hr 0.00 0.00 0.00 4 00 4 00 
16 (192 h 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
18 (240 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
20 (288 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
22 (336 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
24 (384 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
26 (432 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
28 (480 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
30 (528 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) = No other finding 

dass Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) FDA-CBER-2021-5683-0765908 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 191 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 7: 100 ug BNT162b2/animal 


Animal no. - Males 
Test day Inj. (181) (182) (183) (184) (185) 


(time p.a.) Е Oe IH F Е Oel/H Е EOelHF Е Оеі/Нн Е Е Oel/H F 


Treatment period 


1(4h) Х20 0 0 0.00 0 0 0 0 0 0 0 0 0 
2 (24 h) 0 0 0 0 0/1 0 0 0A 0 0 1 0 0 0/1 0 
3 (48 h) 0 1 0 0 0/10 0 1 0 0 1 0 0 1 0 
5 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8 (4h X20 0 0 0 0 0 0.00 0.00 0 0 0 
9 (24 h) 0.00 0.00 0.00 0 1/0 0 0.00 
10 (48 h) 030 030 0 3/2 0 0 3/2 0 020 
12 (96 h) 0.00 0.00 0.00 0.00 0.00 
14 (144 h) 0.00 0.00 0.00 0.00 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
16 (24 h) 030 030 0 2 0 0 3 0 0 3 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

ІН: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

dus Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765909 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 192 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 7: 100 ug BNT162b2/animal 


Animal no. - Males 
Test day Inj. (186) (187) (188) (189) (190) 


(time p.a.) Е Oe IH F Е Oel/H Е Е Oel/H Е Е Oel/H Е Е Oel/H F 


Treatment period 


1(4h) x2000 0.00 0.00 0.00 ооо 
2 (24 h) 0.00 0 1/0 0 0 1/0 0 0 1/0 0 0 1/0 0 
3 (48 h) 0 0/1 0 0.00 0.00 0.00 0 1/0 0 
5 (96 h) 0.00 0.00 0.00 0.00 0.00 
7 (144 h) 0.00 0.00 0.00 0 0 0 0 0 0 
8(4h) Х2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 1/0 0 0 1/0 0 0 1/0 0 0.00 
10 (48 h) 020 0 3/2 0 0 2 0 0 3 0 0 2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 ћ 0 0 0 0 0 0 4 0 0 4 0 0 4 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
16 (24 h) 030 030 030 030 030 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

ІН: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

dus Finding noted at left/right administration site S: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765910 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 193 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 7: 100 ug BNT162b2/animal 


Animal no. - Males 
Testday Inj. (191) (192) (193) (194) (195) 


(time p.a.) E Oe lH F Е Oe lh F Е Oe lH F .E Oe lH F Е Сене 


Treatment period 


1(4ћ X20 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
2 (24 h) 010 0.10 0.00 0 0/1 0 0 1/0 0 
3 (48 h) 0.00 0.00 0 1/0 0 0.00 0.00 
5 (96 h) 0.00 0 0 0 0 0 0 0 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) Х2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1/0 0 0 0 0 0 1/0 0 0 0 0 0 1 0 
10 (48 h) 0 2 0 030 0 3/2 0 0 3/2 0 0 2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X2 0 0 0 0.00 0.00 0.00 0.00 
16 (24 h) 030 030 0 3/4 0 030 0 3/4 0 
Recovery period 

17 (48 h) 1/0 3/2 0 0 3 0 030 0 2/3 0 0 2 0 
19 (96 h) 0 1 0 0 2 0 0 1 0 0 2 0 0 1 0 
21 (144 h) 0 1 0 0 2 0 0 1 0 0 2 0 0.10 
23 (192 h) 0.00 0.00 0.00 0.00 0.00 
25 (240 h) 0 12 0 0 1/2 0 020 0 12 0 0.10 
27 (288 h) 0 1 0 0 1⁄2 0 0 2 0 0 1/0 0 0 1 0 
29 (336 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
31 (384 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
33 (432 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

ІН: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

du Finding noted at left/right administration site 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765911 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 194 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 7: 100 ug BNT162b2/animal 


Animal no. - Females 
Test day Inj. (196) (197) (198) (199) (200) 


(time p.a.) Е Oe IH F Е Oel/H Е Е Oel/H Е Е Oel/H Е Е Oel/H F 


Treatment period 


1(4h) Х20 0 0 0.00 0 0 0 0 0 0 0 0 0 
2 (24 h) 0 0 0 0 1/0 0 0 0/1 0 0.00 0 1/0 0 
3 (48 h) 0.00 0.00 0.00 0.00 0.00 
5 (96 h) 0.00 0.00 0.00 100 0.00 
7 (144 h) 0.00 ооо ооо 0.00 0.00 
8(4h) Х2 0 00 0.00 0.00 0.00 0 0 0 
9 (24 h) 0 0/1 0 ооо ооо 0 1/0 0 0 1 0 
10 (48 h) 020 0 2 0 0 1 0 0 1 0 0 3/2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 h) 0 0 0 0 0 0 40 0 0 4 0 0 0 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
16 (24 h) 030 0 2 0 0 2/3 0 0 2/3 0 0 3 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

dus Finding at left/right administration site, if different S: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765912 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 195 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 7: 100 ug BNT162b2/animal 


Animal no. - Females 
Testday Inj. (201) (202) (203) (204) (205) 


(time p.a.) Е Oe IH F Е Oel/H Е EOelHF Е Оеі/Нн Е  EOelH F 


Treatment period 


1(4h) Х20 00 0.00 0.00 0.00 0.00 
2 (24 h) 0 0 0 0 1 0 0 1 0 0 0/1 0 0 1 0 
3 (48 h) 0 0 0 ооо 0 1/0 0 0.00 0.00 
5 (96 h) 0.00 0.00 0.00 0.00 0.00 
7 (144 h) 0.00 ооо ооо ооо ооо 
8(4h) X20 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 1/0 0 0.00 0 0/1 0 0.00 0.00 
10 (48 h) 0 2 0 0 2 0 0 3/2 0 030 0 1 0 
12 (96 ћ) 000 000 000 0.00 0.00 
14 (144 ћ 4 0 0 4 0 0 0 0 0 0 0 0 0 0 0 
15(4h) X200 0 0.00 0.00 0.00 0.00 
16 (24 h) 030 030 0 2 0 0 3 0 0 2/3 0 
Inj.: Injection (i.m.) 0: No finding 

ХІ...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

I/H: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

dus Finding at left/right administration site, if different S: Scabby skin 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765913 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 196 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms encoding for Viral Proteins 


TABLE 1-2 Local Tolerance - Erythema, Oedema, Induration/Hardening Rat 


Assessment of injection sites based on DRAIZE 


Group 7: 100 ug BNT162b2/animal 


Animal no. - Females 
Testday Inj. (206) (207) (208) (209) (210) 


(time p.a.) Е Oe IH F E OellHF EOelHF Е Оеі/Нн Е Е Оеі/Н F 


Treatment period 


1(4h) x2000 0.00 0.00 0 0 0 0 0 0 
2 (24h) 0 1/0 0 0 1 0 0 1/0 0 0.10 0.00 
3 (48 h) 0.00 0 0/1 0 0.00 0.00 0.00 
5 (96 h) 0.00 0 0 0 0 0 0 1 0 0 0 0 0 
7 (144 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
8(4h) Х2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
9 (24 h) 0 0 0 0 1/0 0 0.00 0 1 0 0 0/1 0 
10 (48 h) 030 0 2 0 0 2/1 0 0 3/2 0 0 3/2 0 
12 (96 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
14 (144 hr 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 
15(4h) X2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
16 (24 h) 0 3/4 0 030 0 2/3 0 030 030 
Recovery period 

17 (48 h) 1/0 2/3 0 0 1/2 0 0 1 0 10 2 0 0 2 0 
19 (96 h) 0 2 0 0 0 0 0 0/1 0 0 2/1 0 0 2/1 0 
21 (144 h) 0 1 0 0 0 0 0 0/1 0 0 2/1 0 0 2/1 0 
23 (192 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
25 (240 h) 0 1 0 0 1 0 0 1 0 0 1/2 0 0 12 0 
27 (288 h) 0.10 0 0/1 0 0.10 0 1/2 0 0.10 
29 (336 h) 0.00 0.00 0 0 0 0 0 0 0 0 0 
31 (384 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
33 (432 h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
Inj.: Injection (i.m.) 0: No finding 

Х...: Denotes day of injection/number of injection sites 1: Very slight finding (barely perceptible) 
E: Erythema (grading: see right) 2: Well-defined finding 

Oe: Oedema (grading: see Section 3.8.3) 3: Moderate to severe finding 

ІН: Induration/hardening (by palpation; grading: see Section 3.8.3) 4: Severe finding 

F: Other findings (see right) -: No other finding 

du Finding at left/right administration site, if different 


(if applicable and different severities were noted) 
FDA-CBER-2021-5683-0765914 
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10:05 d = ,, 3jeuung ў e^ouy = sje? реше зејоип әбів1 
1005 d = ,, 3jieuung 8 e^ouy " (enjosqy) зә /ооцаш/1 
100>4-,, 3jeuung % елоџу бі (ajnjosqy) 51440586 
00>4-,, 3euung 9 e^ouy m 8195 рәш$ зејоип әйел 
с00 > d =, 3euunq 9 e^ouy 5 (eosqy) зә/ооцаш/1 
|0054-,, 3euung 9 елоџу = (ajnjosqy) $ІЧдодпәр 
10:0 5 d =,, еџипд 9 eAouy РА 8195 рә sejpun әйел 
90'0 = d = , 3euung % елоџу я (əjnjosqy) siiudoseg 
1005 = ,, :(6o1)neuung 9 елошу НА Sie? peyis sejour) eje] 
10054 = ,, :(6o1)neuung 9 enouy РА Sie? peyis sejpun eje] 
1070 = d = x, :(Bo1)neuung 9 e^ouy m (ajnjosqy) зицдолдпем 
jueuuo) Jaye jueujensee|v 
злоуџеуј pue зуџешшод 
yey Мешшпе - злејешејеа jeoibojoyeweey |-9 318VL 
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2151618 10) ejeudouddeu, - и :jeuunq 9 e^ouy и (ә1л|054у) siiudoseg 
sonses 10) eyeudouddeu, - и дешипа 9 елошу u S|[o^) peyis sejoun обје 
191615 10) ejeudouddeu| - u :jeuunq 9 e^ouy и (anjosqy) 5|Ц00Ш503 
sonses 10) ejeudouddeu, - и ешипа 9 елошу u (ejnjosqy) seyoouoW 
Ssonsiejs 10) eyeudouddeu| - и 3jeuunq  e^ouy u (anjosqy) seoouduicT 
sonsneis 10) ejeudouddeu| - u :jeuunq 9 e^ouy u (ә1л|054у) зуудолпом 
10:05 d = ,, 3jeuunq ў eaouy жж (ajnjosqy) 51440586 
|0054-,, 3jeuung ў елоџу жж sje? реше sejour әбів1 
1005 d = „ 3jeuung ў елоџу жж (9111054) 514404503 
|0054-,, 3jeuung  e^ouy жж (әјпјоѕдү) з!цдолпем 
1005 d = ,, 3euung % eAouy РА (еупјоза у) siiudoseg 
10'0 5 d = ,, леџипд 9 e^ouy m зе5 реше sejpun обје 
10:0 5 € = ,, euun( 9 елоџу жж (911054) 514404503 
с00>4-, jeuunq 9 e^ouy 4 (enjosqy) зә оооу| 
1005 d = „ 3euung ў елоџу жж (әјпјоѕдү) sjilydoynan 
100 = d = ,, :(6o1)neuung 9 enouy Ми (еупјова у) siiudoseg 
10054 = ,, :(6o1)neuung 9 enouy M Sie? peyis sejpun eje] 
jueuuo) Jaye ІЧӘШӘЈПЅРӘү 
ЗУ рие S}USWWOD 
yey Клешшпс - злајешејеа [eorbojojeueeH 1-9 3191 
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1070 = d = „ 3jeuung ў елоџу жж OHOW әү L Џ 
1070 = d = „ 3jeuung % елоџу - NON әү L ў 
1070 > d = „ 3jeuung ў елоџу жж OHOW әү 9 ў 
1070 > d = „ 3jeuung ў елоџу жж NON 9[eN 9 ў 
1070 5 d = „ 3jeuung ў елоџу жж OHOW ојеу G ў 
1070 = d = „ 3euung % елоџу жж NON sien G Џ 
100 = d = „ 3euung % елоџу жж OHOW әү 6 Џ 
100 = d = „„:лешипа 9 елоџу жж NON әү 6 ў 
90'0 5 d = , ЛӘШІП(1 9 елоџу * OHOW 9[eN С ӯ 
шәшшоо әжей) ШЕТЕЛ Хеб (по Req әбед 
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52151216 10) ejeudouddeu| - и 3jeuunq 9 e^ouy и 
52151216 10) ejeudouddeu| - и 3jeuunq 9 e^ouy и 
52151216 10) ejeudouddeu| - и 3jeuunq 9 e^ouy и 
1005 d = ,, :jeuunq 9 елоцүу T 

100 > d = ,, ШәшіП( 9 e^ouy T 

1005 d = ,, ШәшіП( 9 e^ouy m 

1005 d = ,, :jeuunq 9 e^ouy m 

60`0 5 d = , :yeuunq 9 e^ouy " 

100 > d = ,, ШәшіП( 9 erouy m 

100 > d = ,, ШәшіП( 9 erouy m 

1005 d = ,, Шәшіп( ў eouy T 

1005 d = ,, ШӘШІП( 9 e^ouy аа 

1005 d = ,, ШӘШІП( 9 e^ouy аж 

с0'0 5 d=, :yeuung  e^ouy 2 

100 = 9 = ,, :(Bo1)neuung 9 e^ouy 44 
|00>4-,, 3jeuunq 9 e^ouy аж 

1005 d = ,, 3jeuunq 9 e^ouy аж 

100 5 d = ,, 3jeuunq ў e^ouy аа 

1005 d = ,, :(бол)дәципп % e^ouy аж 

1005 d = x (Уиеу)әиипа 9 e^ouy E 

с0'05 d =, 3jieuung 9 елоцу , 

1005 d = x (ботдешипа 9 e^ouy i 

100 > 9 = ,, ‘(Juey jyeuunq 9 елоцу 3 


sonsneis 10) ejeudouddeu| - и :euunq 9 e^ouy 
52154216 10) ejeudouddeu| - и 3jeuunq 9 e^ouy 
215645 10) ejeudouddeu| - и 3jeuunq 9 e^ouy 
215645 10) ejeudouddeu| - и 3jeuunq 9 e^ouy 
52151816 10) ejeudouddeu| - и :jeuunq 9 e^ouy 
52151816 10) ejeudouddeu| - и :jeuunq 9 e^ouy 

jueuuo) әже 


лозе рие sjueuiuo? 
yey Кешшпе - влејешејеа |еобојојешеен 
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52161215 10) eyeudouddeu| - и jeuunq 9 елоџу и SHOWN eje 9 Le 

52161215 10) eyeudouddeu - и :syeuung  eAouy и HOW eje 9 Le 

52161215 10) ајеџдоладец/ - и :jeuunq  eAouy и NON eje 9 Le 
шәшшо) 194W jueujensee|v хә Чо Req ed 


лозе рие S}USWUWUOD 
yey Куешшпс - злејешејеа |еобојојешеен 1-9 318vL 
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100 > d = „ 3ieuung  e^ouy мн 
100 > d = „ 3ieuung 9 елошу : 
1005 d = ,, 3euung  e^ouy " 
с005 d =, :(607)yeuunq % enouy " 
1005 d = ,, 3euung 9 e^ouy “ 
1005 d = „ 3euung ў e^ouy x 
10:0 5 d = ,, :(601)neuung 9 enouy РА 
1005 d = „ деџипа 9 елошу е 
1005 d = ,, 3yeuung 9 e^ouy Ж 
1005 d = „ 3euung  e^ouy ye 
1005 d = ,, 3jeuung  e^ouy n 
1005 d = ,, :(607)yeuung % e^ouy 25 
1005 d = ,, деџипа 9 елошу e 


2191615 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 
2191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 
2191618 10) ejeudouddeu| - u еџипа 9 e^ouy и 
0151618 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 
2191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 


100>4-,, дешипа 9 e^ouy Ж 
1005 d = „ 3euung 9 елошу $e 
1005 d = „ 3euung 9 елошу бі 
1005 d = „ 3euung % e^ouy Ра 
1070 5 d = „ 3euung % елошу $i 
6005s d= x Jjeuun(] y eAouy x 
1005 d = ,, :ójues)neuung 9 eouy i 
100 > d = „ 3ieuung 9 елошу ES 
1005 d = ,, :órues)neuung 9 eouy x 
1005 d = ,, 3euung 9 e^ouy m 
1005 d = ,, 3euung ӯ лошу m 


jueuuo? Jamey 
лозе рие sjueuiuo? 
yey Кешшпе - влејешејеа |еобојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
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јизјејејеја 
лай 

мач 

UIPIM ISIC 190814 
Od 

мач 

UIPIM ISIC 190814 
Шәрі 

Лай 

дал 

мач 

UpIM ISIC АЕ 
јиојејејеја 

дан 

мач 

ШИ АЕ 
јизјејејеја 

Лай 

дал 

UIpIM ISIC 19019 
дал 

UIPIM ISIC 190814 
Od 

UIPIM ISIC 190814 
Od 
ТӨЛЕСЕ 
Od 

мач 

UIPIM ISIC 190814 
зоошејповор 
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1005 d = ,, :euung % елоџу = Мач Sle 1 8€ 
1005 d = ,, :euung % елоџу = Мач Sle S 8€ 
1005 d = ,, :euung % елоџу T Мач әү ў 98€ 
1005 d = ,, 3jeuung % eouy T Мач әү 6 98€ 
1005 d = ,, 3jeuung % елоџу T Мач әү С 9€ 
91151645 10) ајеџдоладец - и 3jeuunq 9 елошу и дам ale 9 Le 
91151645 10) a}eudosddeu| - и 3jeuunq 9 елошу u МОМ ale 9 Le 
вопзђеј5 10) ejeudoJddeu, - и 3jeuunq  e^ouy u UIPIM ISIC јећеја ale 9 Le 
91151615 10) ejeudouddeu, - и 3jeuunq  e^ouy u иејајеја ale 9 Le 
91151645 10) ejeudouddeu, - и 3jeuunq 9 e^ouy и Лаң ale 9 Le 
1005 d = ,, 3jeuunq 9 e^ouy T Odi әү 4 Ц 
1005 d = „ 3jeuung 9 e^ouy T мач әү L Ц 
1005 d = „ 3jeuunq 9 e^ouy T UIPIM 1810 ј9паја ӘРІ L Ц 
1005 d = „ 3euung 9 e^ouy T јудајајеја әү L Ц 
1005 d = „ 3euunq 9 e^ouy T AdW әү L Ц 
1005 d = ,, 3euunq 9 e^ouy T оди әү 9 Ц 
1005 d = ,, :euung 9 e^ouy T мач әү 6 Ц 
1005 d = ,, :euung 9 e^ouy T UIPIM ISIC 1918]а әү 6 Ц 
jueuuo? жей Juawanses хеб 01010) Req ated 


лозе рие sjueuiuo? 
yey Куешшпс - злејешејеа |еобојојешеен 1-9 318vL 
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100 = d = „ 3euung % елоџу жж 89H Ә|РШӘ4 
100 = @= „ 3euung % елоџу ж LOH әгшәд 
100>4-,, ЛӘШІП(1 9 елоџу ж Ла 9ewe 
90'0 5 d = , ЛӘШІП( 9 елоџу * дам Ә|ЕШӘ4 
90'0 5 d =, ЛӘШІП( 9 елоџу * 084 Ә|ЕШӘ4 
100 = d = ,, ЛӘШІП( 9 елоџу ж goH Ә|РШӘ4 
1005 d= s :geuunq % елоџу T Ля – зјешеч 
100 = d = ,, ЛӘШІП( 9 e^ouy ж O8M әјешәч 


2151618 јој ejeudouddeu - и :jeuunq 9 e^ouy 
051615 10) ejeudouddeu, - u дешипа 9 e^ouy ld  ejeueJj 
051615 10) ejeudouddeu, - u ;3jeuun(] 9 e^ouy (ејпјоза у) ey oo|noneM әјешәу 


u јон  ejeuej 
и 
и 

981645 10) eyeudouddeuj - и :еџипа 9 елоџу и (алђејем) eoo]noney ^ ejeueJ 
и 
и 
и 


ООС«ОСОС«О ОО О ОГ-Г-Г-Г-Г-Г-Г- t- 
Х- <- <- <- <- ч А А x— –  –— — — — 


wv" 


2191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy gM әӘјешәу 
2191615 10) ejeudouddeu| - и :jeuunq 9 e^ouy 284 Ә|ршә4 
2191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy GOH әјешәу 

1005 d = ,, 3euung 9 e^ouy РН (әјпјоѕдуу) еИоојподен Әрешә- у 

1005 d = ,, 3jeuung 9 елоџу Р (әлдејәҹ) eVoo]nones әјешәј у 

1005 d = ,, 3euunq 9 e^ouy К (аупјозау) еИоојподен ^ ојешеч у 

1005 d = „ 3jeuunq  e^ouy T (әлдејәҹ) eVoo]nones ^ ојешеч у 

1005 d = ,, 3euung ӯ елошу РЯ (еупјозау) әј/оојпоцәу әјешәҹ у 

1005 d = „ 3jeuunq 9 e^ouy н (әлдејәҹ) eVoo]nones әјешәј у 

90:05 d =, :(607)yeuunq 9 e^ouy қ (ејпјозау) eoojnone | Ә|ешә- у 

1005 d = ,, 3euung % e^ouy й (әлдејәҹ) е/оојпођен әјешәҹ у 

10:05 d = x (ботудеџипа 9 enouy A (еупјозау) eVoojnoney ^ ejeuieJ у 

1005 d = ,, 3euung % елошу m (елђејем) eVoojnone ^ ejeuej у 

90'0 > d = , деџипа 9 e^ouy lid әршә- у 

1005 = ,, :(6o1)neuung 9 enouy НА (еупјозау) әј/оојподәу Ә|ешә- у 

1005 d = ,, 3yeuung ў елошу РА (әлдејәҹ) әј/оојподәу ^ Ә|ешә- у 

L0'0 = d = ,, (вотудеџипа 9 елоиу m дам әіешәҹ у 

jueuuo) iex jueujeinseo Хеб Чо Req әбед 


лозе рие sjueuiuo? 


yey Кешшпе - влејешејеа |еобојојешеен 1-9 318vL 
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2151615 10) ejeudouddeu| - u 
2151615 10) ejeudouddeu| - u 
5245115 10) ejeudouddeu| - u 
5245115 10) ejeudouddeu| - u 
215115 10) ejeudouddeu| - u 
9191615 10) ejeudouddeu| - u 
0191615 10) ejeudouddeu| - u 
1005 0 = „ 
1005 0= „ 
005 0 = „ 
OOS 0 = „ 
100 > d= жж 
|00>4-,, 
|00>4-,, 
00 > d= ж 
|00>4-,, 
|00>4-,, 
|00>4-,, 
600>4-, 
|00>4-,, 
|00>4-,, 


Ы 


еџипд 9 eAouy 
:pauunq  eAouy 
:pauunq 9 елоџу 
:pauunq 9 елоџу 
еџипд 9 елоџу 
еџипд 9 елоџу 
;3jeuunq 9 елоџу 
Жәшіп( 9 елоџу 
Жәшіп( 9 елоџу 
;3jeuunq 9 елоџу 
j3jeuunq 9 елоџу 
еџипа 9 елоџу 
еџипа 9 елоџу 
еџипа 9 eAouy 
‘yeuung 9 елоџу 
еџипа 9 елоџу 
j3jeuunq 9 елоџу 
:pauunq 9 e^ouy 
‘young 9 e^ouy 
:pauunq 9 елоџу 
:pauunq 9 елоџу 

]ueuiuo? 


лозе рие sjueuiuo? 


Кешшпе - злајешејва jeoiBojojeueeH 


c c c c c c c 
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Jexiew 


LOH 

Па 
(ејпјоза у) омоојпоцем 
(әлде|әм) еуоојпоћем 
98M 

984 

89H 

ЈОН 

Па 

98M 

984 

89H 

LOH 

Па 

ОЯМ 

984 

89H 

LOH 

Па 

ОЯМ 
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1005 = ,, :(Bo1)neuung 9 enouy "T (еупјоза у) sudogneN _ ajewa у Д 
с005 d =, :(уиеу)әиипа 9 елоџу " (еупјова у) зуцдозед ^ ојешеч с М 
10054 = ,, :(6o1)neuung 9 enouy + Sie) рәш$ верип ӘбіЕІ ^ ојешеч с Д 
8005 d = , :(607)yeuung 9 e^ouy $ (еупјовау) siiudouso3 ^ ejeue с "n 
1005 d= MS "ueuunq 9 e^ouy A (ajnjosqy) səÁoouoy əjewəy с Д 
10054 = ,, :(6o1)neuung 9 enouy Ж (еупјова у) зиџдодпећ әјешәҹ с Д 
10054 = КТІ Jneuunq 9 e^ouy РА (әјпјоѕдуу) зиудозед ^ ојешеч 2 "n 
1005 i= xx (ботудеџипа % eaouy A Sie) peyis верип eje] — ојешеч 2 Д 
9005 d = , :(607)yeuung 9 елоиү қ (еупјоза у) вә/2000///| ejeueJ 2 Д 
1005 hs = ,(Bo)neuung 9 enouy Ж (ewosqv)siiudonneN әјешәҹ 2 Д 
2151618 10) әјеиоладеці - и :jeuunq 9 e^ouy и (ејпјоза у) sjiydoseg ^ ejeueJ 9 OL 
52151215 10) ејеџдоладец - и :jeuunq 9 e^ouy u әд рәше sejpun әбзет ^ ejeueJ 9 0L 
2151618 10) ejeudouddeu, - и :yeuunq 9 e^ouy u (әјпјоѕаү) sjiydoulsoz әјешәу 9 0L 
sonsnels 10) ejeudouddeu| - и :jeuunq 9 e^ouy u (ejjosqy) seyoouojN — ejeueJ 9 0L 
0191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy u (ејупјоза у) seoouduK] әјешәу 9 0L 
2191618 10) ejeudouddeu| - и еџипа 9 e^ouy u (eijosqy)siiudogneN ^ ejeueJ 9 0L 
S00 > d = , деџипа 9 e^ouy š (ejosqy)siudoseg ^ ejeuej L у 
1005 d = ,, 3euunq 9 e^ouy “ Se) реџе верип әбзет əjewəy 1 у 
10:0 > d = ,, дешипа 9 e^ouy M (ajnjosqy) $!чйодпәү ^ ejeuie4 L у 
1005 d = „ 3jeuunq 9 e^ouy РЯ (ewjosqv)siiudoseg ә|ешә- 9 у 
1070 = d = „ 3jeuung % елоџу бі Se) реше seppur) eje] jew 9 у 
10'0 5 d =,, 3jieuung 9 e^ouy РА (ејупјоза у) seyoouo әјешәу 9 Y 
1005 d = „ 3jeuunq 9 e^ouy m (ewjosqv)siiudonneN ^ ejeuie4 9 у 
10'0 5d = „„ 3ieuunq 9 e^ouy 5 зоб реше зејоип әбет әјешәҷ G ӯ 
10:05 d = x (607)euunq 9 enouy ie sje) реше верип әбет әјешәј е у 
1005 d = ,, :(Bo1)neuung 9 елошу E (еупјоза у) s|lydoseg ^— ejeueJ б у 
10.0 = d = ,, (вотдеџипа 9 erouy {k sie) peyls sepu әблеј — ојешеч Z у 
100 = d = ,, :(6o1)neuung 9 enouy m (еупјозау) зе/ооиоуу _ ejeue 2 у 
10054 = ,, :(6o1)neuung 9 enouy m (ewosqv) siiudonneN әјешәҹ 2 у 
jueuuo) == Jaye 1ЧӘШӘЈПЅРӘү хә nog Req әбед 
SIMEN pue =шәшшоо 
yey КМешшпс - злајешејва јеовојојешеен 1-9 31841 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 
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2151618 10) ejeudouddeu, - и :jeuunq 9 e^ouy u (ејпјоза у) зуудозеа ^ ejeueJ 9 LE 
2151615 10) ejeudouddeu| - u :yeuunq 9 e^ouy u әд рәш sepu) әбзет ^ ejeueJ 9 LE 
2151618 10) ejeudouddeu, - u :jeuunq 9 e^ouy u (әјпјоѕаү) siudouiso3 әјешәу 9 LE 
sonsneis 10) ejeudouddeu| - u :}əuunq 9 e^ouy u (ejjosqy) sey oouojN — ejeueJ 9 LE 
sonsneis 10) ejeudouddeu| - u :jeuunq 9 e^ouy u (ainjosqy) seoouduK1 әјешәу 9 LE 
191618 10) ejeudouddeu| - u :jeuunq 9 e^ouy u (ainjosqy) sjiydojney ^ ej[eueJ 9 LE 
S00 > d =, деџипа 9 e^ouy * (eijosqy)siudoseg ^ әүешәз- 1 Lb 
1005 d = ,, ЛәшІП( 9 елоџу а sje) реше sepun ə] Ә(ешә4 1 " 
1005 d = ,, 3jeuunq 9 e^ouy ж (ewjosqv)siudouiso3 ^ ојешеч 1 Lb 
1005 d = „ 3jeuunq  e^ouy " (ejosqv)siudonneN ^ ојешеч 1 Lb 
100 5d = „ 3jeuunq 9 e^ouy * (ejosqv)siiudoseg ^ ejeuej 8 Lb 
100 5 d = „ 3jeuunq 9 e^ouy TN 5ә2 реше верип eBje] Ә|ешә4 S a 
1005 d = „ 3jeuunq 9 e^ouy РА (emjosqv)siudouiso3 ^ ejeuej 8 Lb 
1005 d = ,, 3euung % e^ouy РА (әјпјоѕду) $ә}бдоиоүү әјешәу 6 Д 
1005 d = „ 3jeuunq 9 e^ouy Ж (anjosqy) зицдодпем ^ ejeuej 8 Lb 
1070 > d = „(умем деџипа 9 enouy ^" (еупјоза у) s|lydoseg ^— ejeue у Д 
1005 = ,, :(6o1)neuung 9 enouy к sie) peyls sejoun ӘбіЕІ Ә|ешә- у Д 
1005 = ,, :(6o1)neuung 9 enouy Ы (еупјовау) siydouisog әјешәј у LL 
100 = d = ,, :(6o1)neuung 9 enouy M (әјпјоѕдуу) зеМооиоу] ^ ejeueJ у Д 

jueuuo) 2әжерү jueujeinseo, Хеб dnog Req abed 


лозе рие sjueuiuo? 


yey Куешшпс - злејешејеа |еобојојешеен 1-9 318vL 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 
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6005 d = , 3euung 9 e^ouy 4 
1005 d = „ 3ieuung ў e^ouy M 
1005 d = ,, :juew)neuung  enouy а 


jueuuo? JEN 
лозе рие sjueuiuo? 
yey Кешшпе - влејешејеа |еобојојешеен 
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215645 10) ejeudouddeu| - и 3jeuunq 9 e^ouy и 
52151216 10) ejeudouddeu| - и 3jeuunq 9 e^ouy и 
215645 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 
215645 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 
215645 10) ejeudouddeu - и :jeuunq 9 e^ouy и 
215645 10) ејеџдоладец - и :jeuunq 9 e^ouy и 
60`0 5 d=, :yeuunq 9 e^ouy x 

100 > d = ,, :jeuunq 9 e^ouy m 

1005 6 = ,, 3jeuun( 9 e^ouy m 

60`0 5 d =, 3jeuunq 9 e^ouy А 

1005 d = ,, ШӘШІП( ў e^ouy m 

1005 d = ,, :jeuunq 9 e^ouy m 

1005 d = ,, ШӘШІП( 9 e^ouy m 

1005 d = ,, 3jeuunq 9 e^ouy аж 

с0 05 d =, jeuunq 9 e^ouy 4 

100 > d = „ме јдешипа 9 eAouy а 
|00>4-,, 3jeuunq 9 e^ouy m 

1005 d = ,, 3jeuunq 9 e^ouy m 

с00 > d = , :(yuey)euunq % елоџу * 

1005 d = ,, 3euung 3 e^ouy m 

100 > d = „ме јдешипа 9 e^ouy Ра 

1005 d = ,, 3euung 3 e^ouy m 

sonsneis 10) ejeudouddeu| - и :euunq 9 e^ouy и 
25645 10) ejeudouddeu| - и 3jeuunq 9 e^ouy и 
215645 10) ejeudouddeu| - и 3jeuunq 9 e^ouy и 
215645 10) ejeudouddeu| - и 3jeuunq 9 e^ouy и 
52151816 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 
215645 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 


ИТЕП JEN 
лозе рие sjueuiuo? 
yey Кешшпе - влејешејеа |еобојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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90'0 > d = , деџипа 9 e^ouy А мач әешәу S Lb 
100 5d = ,, :euunq 9 e^ouy Р PIM ISIA Ned aew 5 Д 
1005 d = ,, :euunq 9 e^ouy Ж Mojejere|d ^ ejeue 6 Д 
1005 d = ,, :euung 9 e^ouy а AdN ejeuej 8 Lb 
1005 d = ,, :euung 9 e^ouy - Od — ejeuej у Lb 
500 > d = , :yeuunq 9 елоиу i мач —ejeuej у Lb 
1070 5d=,, :euung 9 e^ouy - Mojejee|d ^ ejeuej у Lb 
1005 d = ,, :euung 9 e^ouy = Od Ә(ешә- с Lb 
1005 d = ,, :euung 9 e^ouy ii мач —ejeuej с Lb 
100 > d = ,, :(Bo1)neuung % e^ouy Р WPIM SIG eld ӘІРШӘ- с Lb 
1005 d = ,, :euung 9 e^ouy T јџојајејеја ^ ejeue с Lb 
1070 5 d = ,, :(yuey)yeuung % enouy 4 ЛӘМ ejeuej с Lb 
1005 d = ,, :euung 9 e^ouy к OdW — ejeueJ ГА Lb 
1005 d = ,, 3jeuung 9 e^ouy T мач әешәз 2 Lb 
1070 > d = ,, :(Вотдешипа % елоиу н РІМ SIG ld _ ојешеч 2 Lb 
1005 d = ,, euunq 9 елоџу Ра шәә а ^ ојешеч 2 Lb 
0191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy u Јал ә|ршә- 9 0} 
9191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy u мач —ejuej 9 0} 
9191618 10) ejeudouddeu| - и :yeuunq 9 e^ouy u UPIM 3510 JoReld _ ejeue4 9 0} 
9191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy u Jiojejojep|lg Ә|ІРшә4 9 0L 
9191618 10) ejeudouddeu| - и :yeuunq 9 e^ouy u AdW — Ә|ЕШӘ- 9 0L 
1005 d = „ 3jeuunq 9 e^ouy РА Od әешәз 1 у 
1005 d = „ 3jeuunq 9 e^ouy T dN әешәј 9 у 
5070 > d = , 3jeuung 9 e^ouy ^ Ad ^ ejeuej 9 у 
100 > d = ,, жешипа 9 e^ouy РА Od әешәј 5 у 
90'0 > d = , деџипа 9 e^ouy қ AdN ejeuej 8 у 
100 > d = ,, :euunq 9 e^ouy » Od — ejeuej с у 
1005 d = ,, :euunq 9 e^ouy д AdW әршә- с у 
90'0 = d = , :(6o1)neuung 9 enouy қ Molejejed ӘІРшә- 2 у 
jueuuo) iex jueujeinseo Хеб 10/0 feq обеда 
SIDE pue sjueuiuio?) 
yey КМешшпс - злајешејва јеовојојешеен 1-9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
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1005 d = ,, :euung % e^ouy = OdW әјешәу 4 8€ 
1005 d = ,, :euung % елоџу = мач ә(ешӘ4 L 8€ 
1005 d = ,, :euung % елоџу = OdW ә|ешәҗ 9 8€ 
1005 d = ,, :euung % eouy = мач Ә(ешШӘ4 9 8€ 
1005 d = ,, 3jeuung % елоџу T мач Ә(РШӘ4 ў 98€ 
S00 > d =, 3jeuunq 9 e^ouy * OdW = зјешо 6 98€ 
1005 d = ,, 3jeuung % елоџу T мач ӘІРШӘ4 6 98€ 
100 > d = ,, 3jeuung % елоџу T мач ӘІРШӘ4 С 98€ 
911511645 10) ejeudoJddeu| - и 3jeuunq  e^ouy и дал  ejeueJj 9 Le 
91151645 10) ejeudouddeu, - и 3jeuunq 9 eaouy u мач — ојешеч 9 Le 
91151645 10) ejeudoddeu, - и 3jeuunq  e^ouy u UIPIM ISIC }OHEld — ejeueJ 9 Le 
91151645 10) ejeudouddeu| - и 3jeuunq  e^ouy u зидејејаја ӘІРшә4 9 Le 
911511615 10) ejeudouddeu| - и 3jeuunq  e^ouy u AdW әршә- 9 Le 
1005 d = ,, 3jeuung 9 e^ouy T OdW ә(шә4 L Ц 
90'0 5 d = , 3jeuunq % елоџу * мач —S[guej L Ц 
1005 d = ,, 3euung 9 e^ouy жж UPIM SIG 48ed Ә(ЕШӘ: L Ц 
1005 d = ,, 3euunq 9 e^ouy T изә ӘІРШӘ4 L Ц 
1005 d = ,, :euung 9 e^ouy T Лал ewe 4 Ц 
1005 d = ,, :euung 9 e^ouy T OdW ә(ешә4 9 Ц 
jueuuo? Әжей jueuremseey хеб 01010) Req ated 


лозе рие sjueuiuo? 
yey Куешшпс - злејешејеа |еобојојешеен 1-9 318vL 
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ejeq |епрілірш - злејешејеа |еобојојешеен 
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pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq HEIS ој әлдејәҹ у :Aeq 


Ļez9L LNE 
jewjue 
fri 0} 

“с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766239 


522 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 
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yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
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yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 
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(1/63013) 
id 


(11/e301X) 
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(11/93013) 
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злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 
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(11/93013) 
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злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq HEIS ој әлдејәҹ у Кес 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766243 


526 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
89H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа |еобојојешеен 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


69 F1EVL 


aeq WEIS ој әлце|әм 0} Keq 


apnjou = | 


929454 
jewlue 


би 06 
:9 (поле) 


eje, :xeg 


FDA-CBER-2021-5683-0766244 


527 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/6301X) 
id 


(11/e301X) 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(oww) 
GOH 


yey 


злојешејеа јез бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq veis ој әлдејәм 2) Keq 


ејеа |епрілірш - злејешејеа jeoibojojeueeH 7-9 3180]. 


TN CO < LO OM COD C 
жі 


|0002 
‘| dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766245 


528 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/e301X) 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq џеј5 ој әлдејәм 2) Keq 


уес9 LNE 
jewlue 


[Bri 06 
2 dnog 


eje, :xeg 


FDA-CBER-2021-5683-0766246 


529 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа |еобојојешеен 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq џеј5 ој әлдејәм 2) Keq 


Ļez9L LNE 
jewjue 
fri 0} 

“с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766247 


530 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/e301X) 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq HEIS ој әлдејәм 2) Хе 


(4091158 
jewlue 


би 06 
гр dnog 


eje, :xeg 


FDA-CBER-2021-5683-0766248 


531 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/301) 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


69 41891 


aeq џеј5 ој әлдејәм 2) Keq 


(4091158 
jewlue 


[61 00) 
:с dnog 


ӘРІ :хес 


FDA-CBER-2021-5683-0766249 


532 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/60 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq џеј5 ој әлдејәм 2) Хе 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766250 


533 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/60 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq HEIS ој әлдејәм Le Keq 


291139 
јешшџе 
би 06 

:9 (поле) 


eje, :xeg 


FDA-CBER-2021-5683-0766251 


534 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) 
ney 


(%) 
Hoy 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


69 41891 


aeq uei ој әлдејәм gE Keq 


FDA-CBER-2021-5683-0766252 


535 


Report No. 38166 
Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq uei ој әлдејәм gg :/еа 


уес9 LNE 
jewlue 


[Bri 06 
2 dnog 


ӘРІ :хес 


FDA-CBER-2021-5683-0766253 


536 


Report No. 38166 
Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/e301X) 
ney 


(%) 
Hoy 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа |еобојојешеен 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq uei ој әлдејәм gc Keq 


LecolLLNd 
jewiue 
fri 0} 

“с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766254 


537 


Report No. 38166 
Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/60/90 
ney 


(%) 
Hoy 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq uei ој әлдејәм gg Keq 


529458 
jewlue 


би 06 
гр dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766255 


538 


Report No. 38166 
Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/60 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq uei ој әлце|әм gg :/еа 


(4091158 
jewlue 


[61 00) 
:с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766256 


539 


Report No. 38166 
Amendment No. 1 to Final Report 


(1/63013) 
id 


(1r/e301X) 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


0-9 4181 


aeq ues ој әлце|әм gg Keq 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766257 


540 


Report No. 38166 


Amendment No. 1 to Final Report 


ouo 


yey 


злајешејеа јез бојојешовн 


aeq Hes ој әлдејәм y eq ӘБИ|:ХӘс 
ејеа |епрілірш - злејешејеа |ео!бојојешәен 7-9 3180]. 


5шә}олд [EJA 40) Buipooue в\шоде|д YNY 
рәугілшіо--аМ1 зец. 


(LWID) 82:21 020с-095-8 1 :uo релолааулрелолаа у у /с)ор)%619/2 1060 


FDA-CBER-2021-5683-0766258 


541 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeq uelis ој елјејем у :Aeq 
geq |епрілірш - зјејешелеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


уес9 LNE 
jewjue 
/6rl 06 

2 dnog 


ӘБДІ :XƏS 


FDA-CBER-2021-5683-0766259 


542 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ejeq uelis ој елјејем у :Aeq 
geq |епрілірш - зјејешелеа јеобојоешәен 7-9 37180] 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LWID) 82:21 020с-095-8 1 :uo релолааулрелолаа у у /с)ор)%619/2 1060 


Ļez9L LNE 
jewjue 
fri 0} 

“с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766260 


543 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeq uelis ој елјејем у :Aeq 
geq |епрілірш - зјејешелеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


429, (Ма 
јешшџе 
би 06 

гр dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766261 


544. 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeq uelis ој елјејем у :Aeq 
geq |епрілірш - зјејешелеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(4091158 
jewlue 


[61 00) 
:с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766262 


545 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ejeq |епрілірш - злејешејеа |еобојојешеен 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LWID) 82:21 020с-095-8 1 :uo релолааулрелолаа у у /с)ор)%619/2 1060 


69 41891 


aeq HEIS ој әлдејәҹ у :Aeq 


291139 
Іешие 
би 06 

:9 (поле) 


eje, :xeg 


FDA-CBER-2021-5683-0766263 


546 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeq uelis ој елјејем у :Aeq 
geq |епрілірш - зјејешелеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766264 


547 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeq |епрілірш - злејешејеа |еобојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


69 4181 


aeq ues 0} әлдејәм 0} Keq 


әрпц = | 


291139 
Іешие 
би 06 

:9 (поле) 


eje, :xeg 


FDA-CBER-2021-5683-0766265 


548 


Report No. 38166 


Amendment No. 1 to Final Report 


TN CO < LO OM COD C 
жі 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


aeq HEIS о елцејем Z, :Aeq eje :хе5 
geq |епрілірш - зјејешелеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766266 


549 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


aeq HEIS ој әлрејәҹ 2) Aeq 
geq |епрілірш - зјејешелеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


уес9 LNE 
jewjue 
/6rl 06 

2 dnog 


eje, :XƏS 


FDA-CBER-2021-5683-0766267 


550 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


aeq HEIS ој әлрејәҹ 2) Keq 
geq |епрілірш - зјејешелеа јеобојоешәен 7-9 37180] 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LWID) 82:21 020с-095-8 1 :uo релолааулрелолаа у у /с)ор)%619/2 1060 


Ļez9L LNE 
jewjue 
fri 0} 

“с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766268 


551 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


aeq HEIS ој әлрејәҹ Z| Keq 
geq |епрілірш - зјејешелеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


429, (Ма 
јешшџе 
би 06 

гр dnog 


eje, :xeg 


FDA-CBER-2021-5683-0766269 


552 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeq HEIS ој әлрејәҹ Z| Keq 
geq |епрілірш - зјејешелеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(4091158 
jewlue 


[61 00) 
:с dnog 


ӘРІ :хес 


FDA-CBER-2021-5683-0766270 


553 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


aeq HEIS ој әлрејәҹ Z, Keq 
ejeq |епрілірш - зјејешелеа јеобојоешәен — z-9318vl 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766271 
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(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ejeq |епрілірш - злејешејеа |еобојојешеен 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LWID) 82:21 020с-095-8 1 :uo релолааулрелолаа у у /с)ор)%619/2 1060 


69 41891 


aeq џеј5 ој әлце|әм Le Keq 


291139 
јешшџе 
би 06 

:9 (поле) 


eje, :xeg 


FDA-CBER-2021-5683-0766272 
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Report No. 38166 
Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejequejg ој әлдејәм ge Лед ƏN :хе5 
&je( јеприпру| - злејешелеа јеобојојешевн 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766273 
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Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа үепрлїрцү - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LWID) 82:21 020с-095-8 1 :uo релолааулрелолаа у у /с)ор)%619/2 1060 


aeq LEIS ој елђејем gc Keq 


LecoLLNd 
jewiue 
[Bri 06 

2 dnog 


ӘРІ :хес 


FDA-CBER-2021-5683-0766274 
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Report No. 38166 


Amendment No. 1 to Final Report 
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ouo 


yey 


злајешејеа јез бојојешевн 


ејеа |епрілірш - злејешејеа jeobojojeueeH — 2-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq veis ој әлце|әм gc Keq 


LecolLLNd 
jewiue 
fri 0} 

“с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766275 
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Amendment No. 1 to Final Report 


ouo 


yey 


злајешејеа јез бојојешевн 


ејеа |епрілірш - злејешејеа jeobojojeueeH — 2-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq HEIS ој әлце|әм gc Keq 


929, (Ма 
јешшџе 
би 06 
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ӘРІ :xeg 


FDA-CBER-2021-5683-0766276 
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Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ејеа |епрілірш - злејешејеа jeobojojeueeH — 2-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq uei ој әлце|әм gc Keq 


(4091158 
jewlue 


[61 00) 
:с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766277 
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Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ејеа |епрілірш - злејешејеа jeobojojeueeH — 2-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq uei ој әлце|әм gc Keq 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0766278 
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Amendment No. 1 to Final Report 


(1/63013) 
oseg 


(11/e301X) 
on 


(11/60 
503 


(1/63013) 
ouo 


(1/63013) 
шл 


(1/63013) 
nen 
|0400 


Ы 


злајешејеа јез бојојешевн 


eje |епрілірш - злејешејеа |еобојојешеен 


ѕиә}ола јелу 10) вирооџе зшојеја УМУ 


pejejnuuo J-dN'1 39141 


69 41891 


‘| dnog 


әјеа Hes ој әлдејәм y eq ӘРИ|:ХӘс 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766279 


562 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/e301X) (11/630) (1/63013) (11/30/Х) (1/63013) LeZ79) LNG 

oseg 2011 503 ouo шл ШЕ үешие 
П og 
SJejouleJeg jeoibojoyeueeH 2 dnog 


ejequejg oj әлдејәҹ p:Aeq aye :XƏS 
ey ееп [ENPIAIPU - sjejeurejeg јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766280 


563 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/e301X) (11/630) (1/63013) (11/30/Х) (1/3013) Ļez9L LNG 

oseg 2011 503 ouo шл ШЕ jewue 
610 
злајашејеа јеобојојешеен “с dnog 


ejequejg ој әлдејәҹ у Лед ae :XƏS 
ey ееп [ENPIAIPU - sjejeurejeg јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766281 


564 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/e301X) (11/630) (1/63013) (11/3013) (1/3013) 1429114 

oseg 2011 503 ouo шл ШЕ jewue 
П og 
злајашејеа jeoibojoyeueeH гр dnog 


ejequejg ој әлдејәҹ p:Aeq ae :XƏS 
ey ееп [ENPIAIPU - sjejeurejeg јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766282 


565 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/6301) (11/6301) (1/63013) (11/3013) (11/63013) 429114 
oseg 2011 503 ouo шл ШЕЛ ІЗ 


Іп 00} 
злајашејеа jeoibojoyeueeH :6 dnog 


ejequejg 0} әлдејәҹ у ЛЕП ӘБИ/|:хәс 
ey ееп [ENPIAIPU - sjejeurejeg јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766283 


566 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/6301X) (11/60 (11/60 (1/63013) (11/3013) (1/3013) уза има 

oseg 2011 503 ouo шл ШЕЛ (ЕШІЕ 
П og 
SJejouleJeg jeoibojoyeueeH :9 (поле) 


ejequejg 0} әлдејәҹ p:Aeq ae :XƏS 
ey ееп Іеприлри - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766284 


567 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/6301X) (11/e301X) (11/630) (1/63013) (11/6301X) (1/6301X) 2429, LNE 
oseg 2011 503 ouo шл ШЕЛ үешие 


Іп 00} 
SJejouleJeg jeoibojoyeueeH 7 dnog 


ejequejg oj әлдејәҹ p:Aeq әјеүү :XƏS 
ey ееп [ENPIAIPU - sjejeurejeg јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766285 


568 
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FDA-CBER-2021-5683-0766286 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/6301) (11/6301) (1/63013) (11/30/Х) (11/63013) уза има 
oseg 2011 503 ouo шл NON јешџе 


П og 
злајашејеа јеобојојешеен :9 (поле) 


aeq HEIS ој әлдејәм 0) eq әјер\ :хе5 
Jed &je( |enpiAIpu| - злејешелеа jeoi&ojojeuuee C9 31871 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


569 


TN CO < LO OM COD C 
жі 


(1/63013) (11/e301X) (11/630) (1/63013) (1/63013) (1/63013) 
oseg 201 509 ouo шл ШЕЛ 


|одио2 
злајешејеа јез бојојешевн гр dnog 


aeq HEIS ој әлдејәм Z| eq әјер\ :xes 


ey ееп [ENPIAIPU - sjejeurejeg јеобојојешеен 7-9 318v 


Amendment No. 1 to Final Report 


Report No. 38166 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766287 


570 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/6301X) (11/60 (1/63013) (11/6301X) (1/63013) LeZ79) LNG 

oseg 2011 503 ouo шл ШЕЛ үешие 
П og 
SJejouleJeg jeoibojoyeueeH 2 dnog 


aeq HEIS 0} әлдејәм Z| Лед әјер\ :xes 
ey ееп Іеприлри - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766288 


571 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/e301X) (11/60 (1/63013) (11/3013) (1/3013) Ļez9L LNG 

oseg 2011 503 ouo шл ШЕ jewue 
610 
злајашејеа јеобојојешеен “с dnog 


aeq HEIS ој әлдејәм Z| Лед әјер\ XƏS 
ey ееп [ENPIAIPU - sjejeurejeg јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766289 


572 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/6301X) (1r/e301X) (1/63013) (11/3013) (1/63013) 1429114 

oseg 2011 503 ouo шл ШЕ jewue 
П og 
злајашејеа jeoibojoyeueeH гр dnog 


ejequejg о} әлдејәм 2) eq әјер\ хеб 
ey ееп [ENPIAIPU - sjejeurejeg јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766290 
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Amendment No. 1 to Final Report 


Report No. 38166 


(1/6301X) (11/60 (11/630) (1/63013) (11/6301X) (1/3013) 429114 
oseg 2011 503 ouo шл ШЕЛ ІЗ 


Іп 00} 
злајашејеа jeoibojoyeueeH :6 dnog 


aeq HEIS ој әлдејәм / eq әјер\ XƏS 
ey ееп Іеприлри - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766291 
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Report No. 38166 


(1/63013) (11/6301X) (11/60 (1/63013) (11/3013) (1/63013) 2429, LNE 
oseg 2011 503 ouo шл ШЕЛ үешие 


Іп 00} 
SJejouleJeg jeoibojoyeueeH 7 dnog 


ejequejg 0} әлдејәм Z| Лед әјер\ хеб 
ey ееп [ENPIAIPU - sjejeurejeg јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766292 
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Report No. 38166 


(1/63013) (11/60 (11/60 (1/63013) (11/3013) (1/63013) 12291139 
0529 2011 503 ouo шл NON јешџе 


П og 
злајашејеа јеобојојешеен :9 (поле) 


aeq HEIS ој әлдејәм LE Keq eje :xes 
Jed &je( јеприпру - злејешелеа jeoi&ojojeuuee C9 31871 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766293 


576 
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Report No. 38166 


(1/63013) (11/e301X) (1r/e301X) (1/63013) (1/63013) (1/63013) 
oseg 201 509 ouo шл ШЕЛ 


злајешејеа јез бојојешевн 


aeq HEIS ој әлдејәм ge Keq eje XƏS 
Jed &je( јеприпру - злејешелеа jeoi&ojojeuuee C9 31871 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766294 


577 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/e301X) (1r/e301X) (1/63013) (11/3013) (1/3013) LeZ79) LNG 
oseg 2011 503 ouo шл ШЕЛ үешие 


П og 
SJejouleJeg jeoibojoyeueeH 2 dnog 


aeq HEIS ој әлдејәм ge eq — eje :xes 
Jed &je( јеприпру - злејешелеа jeoi&ojojeuuee C9 31871 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766295 


578 
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Report No. 38166 


(1/63013) (11/e301X) (11/60 (1/63013) (11/3013) (1/3013) уесо LNG 

oseg 2011 503 ouo шл ]hoN јешџе 
610 
злајашејеа јеобојојешеен “с dnog 


aeq HEIS ој әлдејәм ge eq — eje :хе5 
Jed &je( јеприпру - злејешелеа jeoi&ojojeuuee C9 31871 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766296 


579 


Amendment No. 1 to Final Report 


Report No. 38166 


(1/63013) (11/6301X) (11/60 (1/63013) (11/6301X) (1/3013) 429114 
oseg 2011 503 ouo шл ШЕЛ үешие 


П og 
SJejouleJeg jeoibojoyeueeH гр dnog 


aeq HEIS ој әлдејәм ge eq eje :xes 
Jed &je( јеприпру - злејешелеа jeoi&ojojeuuee 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766297 


580 
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(1/63013) (11/6301X) (1r/e301X) (1/63013) (11/6301X) (1/3013) 4291154 
oseg 201 503 ouo шл ШЕЛ ІЗ 


Іп 00} 
злајашејеа једібојојешәең :6 dnog 


aeq HEIS 0} әлдејәм ge eq eje :xes 
Jed &je( |enpiAIpu| - злејешелеа jeoi&ojojeuuee 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766298 
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(1/63013) (11/e301X) (11/6301) (1/63013) (11/30/Х) (1/63013) 2429, LNE 
oseg 2011 503 ouo шл ШЕЛ үешие 


Іп 00} 
SJejouleJeg jeoibojoyeueeH 7 dnog 


ejequejg ој әлдејәм ge eq — eje хеб 
Jed &je( јеприпру - злејешелеа jeoi&ojojeuuee C9 31871 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766299 
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ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £jopIP6 L9Z7 [060 


злајешејеа jeorbojojeueeH 
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ey ееп |епрілірш - зјејешејед јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766329 


612 


Report No. 38166 


Amendment No. 1 to Final Report 


уес9 LNE 
jewlue 


П og 


yey 


злајешејеа јео!бојојешәен 2 dnog 


aeq HEIS ој елцејем Z, :Aeq eje :хе5 
geq |епрілірш - злејешејеа јеобојоешәен 7-9 37180] 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766330 


613 


Report No. 38166 


Amendment No. 1 to Final Report 


уесој Ма 
jewiue 
61 0) 


yey 


злајешејеа јео!бојојешәен :2 dnog 


aeq HEIS о елцејем / :Aeq eje :хе5 
geq |епрілірш - злејешејеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766331 


614 


Report No. 38166 


Amendment No. 1 to Final Report 


(4091158 
jewlue 


П og 


yey 


злајешејеа јео!бојојешәен гр dnog 


aeq HEIS ој елцејем Z, :Aeq eje :хе5 
geq |епрілірш - злејешејеа је бојојешеен 7-9 37180] 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766332 


615 


Report No. 38166 


Amendment No. 1 to Final Report 


(4091158 
jewlue 


Іп 00} 


yey 


злајешејеа јео!бојојешәен :6 dnog 


aeq HEIS о елцејем / :Aeq eje xes 
geq |епрілірш - злејешејеа јеобојоешәен 7-9 37180] 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766333 


616 


Report No. 38166 


Amendment No. 1 to Final Report 


9429) 1Ма 
jewlue 


Іп 00} 


yey 


злајешејеа јео!бојојешәен 14 dnouc) 


aeq HEIS ој елцејем / :Aeq eje xes 
geq |епрілірш - злејешејеа јеобојоешәен 7-9 37180] 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766334 


617 


Report No. 38166 


Amendment No. 1 to Final Report 


199, 1Ма 
jewlue 


П og 


yey 


злајешејеа јео!бојојешәен :9 dnoJc) 


aeq HEIS 0} әлдејәм LE Keq әјер\ хеб 
&je( јеприпру - злејешелеа jeoi&ojojeuuee 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766335 


618 


Report No. 38166 


Amendment No. 1 to Final Report 


злајешејеа јео!бојојешәен 


ejequejg 0} әлдејәм 96 Keq eje :xes 
Jed &je( јеприпру - злејешелеа jeoi&ojojeuuee 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766336 


619 


Report No. 38166 


Amendment No. 1 to Final Report 


уес9 LNE 
jewlue 


П og 


yey 


злајешејеа јео!бојојешәен 2 dnog 


aeq HEIS 0} әлдејәм ge eq eje :xes 
&je( јеприпру - злејешелеа jeoi&ojojeuuee 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766337 


620 


Report No. 38166 


Amendment No. 1 to Final Report 


уесој Ма 
jewiue 
61 0) 


yey 


злајешејеа јео!бојојешәен :2 dnog 


aeq HEIS ој әлдејәм ge eq — eje :xes 
&je( јеприпру - злејешелеа jeoi&ojojeuuee 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766338 


621 


Report No. 38166 


Amendment No. 1 to Final Report 


529458 
jewlue 


П og 


yey 


злајешејеа јео!бојојешәен гр dnog 


ejequejg ој әлдејәм ge eq eje, :хе5 
&je( јеприпру - злејешелеа jeoi&ojojeuuee 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766339 


622 


Report No. 38166 


Amendment No. 1 to Final Report 


(4091158 
jewlue 


Іп 00} 


yey 


злајешејеа јео!бојојешәен :6 dnog 


aeq HEIS 0} әлдејәм ge eq eje :xes 
&je( јеприпру - злејешелеа jeoi&ojojeuuee 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766340 


623 


Report No. 38166 


Amendment No. 1 to Final Report 


9429) 1Ма 
jewlue 


Іп 00} 


yey 


злајешејеа јео!бојојешәен 14 dnouc) 


aeq HEIS ој әлдејәм gE Keq eje хеб 
&je( јеприпру - злејешелеа јеобојојешевн 6"9 31871 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766341 


624 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) 
ney 


(%) 
Noy 


(1/63013) 
дам 


(11/93013) 
дам 


(oww) 


аон 
јодиод 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


:} dnog 


aeq Hes ој әлдејәм p:Áe(] Ә|ешә- :хә 


0-9 4181 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа ул /ејорју6|9221060 


FDA-CBER-2021-5683-0766342 


625 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301) (%) (1/63013) (11/93013) (плошш) Ļez9L LNE 
ney ney дам дам goH Jeuiue 
П og 


злојешејеа јез бојојешеен 2 dnog 


ejequeig ој әлдејәҹ у Лед әјешә :хә 
ey ееп |епрілірш - зјејешејеа јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766343 


626 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/e301X) (96) (1/63013) (11/93013) (плошш) Ļez9L LNE 


ney ney дам дам 89H [еше 
610 


злојешејеа јез бојојешеен :2 dnog 


əjeq Hes ој әлдејәҹ у Лед  ejeue:xeg 
ey ееп |епрілірш - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766344 


627 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/e301X) (96) (1/63013) (11/93013) (плошш) /429) LNE 
ney ney дам дам 89H jewlue 
П og 


злојешејеа јез бојојешеен гр dnog 


ejequeig ој әлдејәҹ у Лед  ejeue:xeg 
ey ееп |епрілірш - зјејешејеа јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766345 


628 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/30) (%) (1/63013) (11/93013) (плошш) LaZ9L LNE 
ney ney дам дам 89H jewlue 
Іп 00} 


злојешејеа јез бојојешеен :6 dnog 


ejequeig ој әлдејәҹ у Лед  ejeue:xeg 
ey ееп |епрілірш - зјејешејеа јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766346 


629 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) (96) (1/63013) (11/93013) (плошш) 229,158 
ney ney дам дам goH Jeuiue 
(61 og 


злојешејеа јез бојојешеен :9 dnoJc) 


ejeq еј ој әлдејәҹ у Лед  ejeue:xeg 
ey ееп |епрілірш - зјејешејеа језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766347 


630 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/60 (%) (1/63013) (11/93013) (плошш) 2429) Ма 
ney ney дам дам 89H еше 
(61 00} 


ѕләјәшејеа јез бојојешеен 1) dnog 


ejequeig ој әлдејәҹ у Лед  ejeue:xeg 
ey ееп |епрілірш - зјејешејеа јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766348 


631 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
Га 


(11/630) (%) (1/63013) (11/93013) (плошш) 229,158 
ney ney дам дам goH Jeuiue 
(61 og 


злојешејеа јез бојојешеен :9 dnoJc) 


ejequejs ој елђејем 0} Лева әүешә- :xeg 
ey ееп |епрілірш - зјејешејеа јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766349 


632 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/60/90 
ney 


(%) 
Hoy 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 


ЧОН 
|одио2 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


:} dnog 


ejeq Hes ој әлдејәм Z| :Aeq  ejeueJ:xeg 


0-9 4181 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа ул /ејорју6|9221060 


FDA-CBER-2021-5683-0766350 


633 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) (96) (1/63013) (11/93013) (плошш) Ļez9L LNE 
ney ney дам дам goH Jeuiue 
П og 


злојешејеа јез бојојешеен 2 dnog 


ejequejg ој әлдејәҹ /| Aeq  ejeueJ:xeg 
ey ееп |епрілірш - зјејешејеа јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766351 


634 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/e301X) (96) (1/63013) (11/93013) (плошш) Ļez9L LNE 


ney ney дам дам 89H [еше 
610 


злојешејеа јез бојојешеен :2 dnog 


ejequejs ој әлдејәҹ /| Aeq —ejeueJ:xeg 
ey ееп |епрілірш - зјејешејеа јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766352 


635 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301) (%) (1/63013) (11/93013) (плошш) /429) LNE 
ney ney дам дам 89H jewlue 
П og 


злојешејеа јез бојојешеен гр dnog 


ejequejs ој әлдејәҹ /| Aeq —ejeueJ:xeg 
ey ееп |епрілірш - зјејешејеа јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766353 


636 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/60) (%) (1/63013) (11/93013) (плошш) LaZ9L LNE 
ney ney дам дам 89H jewlue 
Іп 00} 


злојешејеа јез бојојешеен :6 dnog 


ejequejs ој әлдејәҹ /| Aeq —ejeueJ:xeg 
ey ееп |епрілірш - зјејешејеа јеобојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766354 


637 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/60 (%) (1/63013) (11/93013) (плошш) 2429) Ма 
ney ney дам дам 89H еше 
(61 00} 


злојешејеа јез бојојешеен 1) dnog 


ejequeis ој әлдејәҹ /| Aeq  ejeueJ:xeg 
ey ееп [ENPIAIPU - зјејешејеа језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766355 


638 


Report No. 38166 
Amendment No. 1 to Final Report 


(1/63013) 
id 


(1r/e301X) (96) (1/63013) (11/93013) (плошш) [291139 
ney ney дам дам goH Jeuiue 
(61 og 


злојешејеа јез бојојешеен :9 dnoJc) 


ejeq Hes ој әлдејәм [e :Aeq әүешә- :хес 
yey ejeg |епрілірш - злејешејеа |Р2160|0|РШӘЕН 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766356 


639 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/e301X) 
ney 


(%) 
ney 


(1/63013) 
дам 


(11/93013) 
дам 


(плошш) 
85H 


yey 


злојешејеа јез бојојешеен 


ejeq |епрілірш - злејешејеа јео бојојешеен 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq ueig 0} елдејем 8E ‘eq 
2931871 


əjewəy :xeg 


FDA-CBER-2021-5683-0766357 


640 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) (96) (1/63013) (11/93013) (плошш) Ļez9L LNE 
ney ney дам дам goH Jeuiue 
П og 


злојешејеа јез бојојешеен 2 dnog 


ejeq Мејс ој әлдејәм ge :Aeq әүешә- :хес 
yey ejeg |епрілірш - злејешејеа |Р2160|0|РШӘЕН 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766358 


641 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) (96) (1/63013) (11/93013) (плошш) |®29 (Ма 
ney ney дам дам goH Jeuiue 
610 


злојешејеа јез бојојешеен :2 dnog 


ejeq Мејс ој әлдејәм ge :Aeq әүешә- :хес 
yey ejeg |епрілірш - злејешејеа |Р2160|0|РШӘЕН 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766359 


642 


Report No. 38166 
Amendment No. 1 to Final Report 


(1/6301X) 
id 


(11/6301X) (96) (1/63013) (11/93013) (плошш) /429) LNE 
ney ney дам дам 89H [еше 
П og 


злојешејеа јез бојојешеен гр dnog 


әјеа Hes ој әлдејәм ge :Aeq әүешә- :хес 
yey ејеа |епрілірш - злејешејеа jeoibojojeueeH 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766360 


643 


Report No. 38166 
Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/630) (%) (1/63013) (11/93013) (плошш) /429) LNE 
ney ney дам дам 89H jewlue 
Іп 00} 


злојешејеа јез бојојешеен :6 dnog 


әјеа Мејс ој әлдејәм ge :Aeq әүешә- :хес 
yey ejeg |епрілірш - злејешејеа |Р2160|0|РШӘЕН 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766361 


644 


Report No. 38166 
Amendment No. 1 to Final Report 


(1/63013) 
id 


(11/6301X) (96) (1/63013) (11/93013) (плошш) 2429) Ма 
ney ney дам дам 89H еше 
(61 00} 


ѕләјәшејеа јез бојојешеен 1) dnog 


ejeq Мејс ој әлдејәм ge :Aeq әүешә- :хес 
yey ejeg |епрілірш - злејешејеа |Р2160|0|РШӘЕН 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766362 


645 


Report No. 38166 


Amendment No. 1 to Final Report 


ouo 


yey 


злајешејеа јез бојојешевн 


aeq реј ој әлдејәм p:Áe(]  ejeueJ:xeg 
ејеа |епрілірш - злејешејеа jeobojojeueeH 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766363 


646 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq uejs ој әлдејәм p Keq 


LecoLLNd 
jewiue 
/6rl 06 

2 dnog 


əjewəy :xeg 


FDA-CBER-2021-5683-0766364 


647 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ејеа |епрілірш - злејешејеа jeobojojeueeH 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq uejs ој әлдејәм p Keq 


LecolLLNd 
jewiue 
fri 0} 

“с dnog 


əjewəy :xeg 


FDA-CBER-2021-5683-0766365 


648 


Report No. 38166 


Amendment No. 1 to Final Report 


СО Mao СМЕ ENG 
— oO € o — о = шеме 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ејеа |епрілірш - злејешејеа jeobojojeueeH 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq HEIS ој әлдејәм p Keq 


1929) 1Ма 
jewlue 


би 06 
гр dnog 


ојеше“ :xeg 


FDA-CBER-2021-5683-0766366 


649 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq uejs ој әлдејәм p Keq 


(4091158 
jewlue 


[61 00) 
:с dnoJc) 


ојеше“ :xeg 


FDA-CBER-2021-5683-0766367 


650 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq uejs ој әлдејәм p Keq 


269 МӨ 
јешшџе 
би 06 

:9 dnog 


Ә|Ршә- :xeg 


FDA-CBER-2021-5683-0766368 


651 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq uejs ој әлдејәм p Keq 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ојеше“ :xeg 


FDA-CBER-2021-5683-0766369 


652 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeg |епрілірш - злејешејеа језбојојешеен — 2-9 3180]. 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq uei 0} елдејем 0} Keq 


269 МӨ 
јешшџе 
би 06 

:9 dnog 


Ә|Ршә- :xeg 


FDA-CBER-2021-5683-0766370 


653 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


әјеа Hes ој әлдејәм Z| :Aeq әүешә- :хес 
ejeg |епрілірш - злејешејеа језбојојешеен — 2-9 3180]. 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766371 


654 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq HEIS 0} әлдејәм 2) Keq 


Ļez9L LNE 
jewjue 
/6rl 06 

2 dnog 


əjewəy :xeg 


FDA-CBER-2021-5683-0766372 


655 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeg |епрілірш - злејешејеа језбојојешеен — 2-9 3180]. 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq HEIS 0} әлдејәм 2) Keq 


Ļez9L LNE 
jewjue 
fri 0} 

“с dnog 


ӘІРшә- :xeg 


FDA-CBER-2021-5683-0766373 


656 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeg |епрілірш - злејешејеа језбојојешеен — 2-9 3180]. 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq HEIS 0} әлдејәм 2) Keq 


429) (Ма 
јешшџе 
би 06 

гр dnog 


ојеше“ :xeg 


FDA-CBER-2021-5683-0766374 


657 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq HEIS 0} әлдејәм 2) Keq 


LaZ9LLNE 
jewlue 


[61 00) 
:с dnoJc) 


Ә|Ршә- :xeg 


FDA-CBER-2021-5683-0766375 


658 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeg |епрілірш - злејешејеа језбојојешеен — 2-9 3180]. 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq HEIS 0} әлдејәм 2) Keq 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ојеше“ :xeg 


FDA-CBER-2021-5683-0766376 


659 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq ues 0} елдејем Le Keq 


291139 
jewiue 
ІБІ 06 

:9 dnog 


Ә|Ршә- :xeg 


FDA-CBER-2021-5683-0766377 


660 


Report No. 38166 
Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


әјеа Hes ој әлдејәм ge :Aeq әүешә- :хес 
ejeg |епрілірш - злејешејеа језбојојешеен — 2-9 3180]. 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766378 


661 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq ueig 0} елдејем ge Keq 


LecoLLNd 
jewiue 
/6rl 06 

2 dnog 


əjewəy :xeg 


FDA-CBER-2021-5683-0766379 


662 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешевн 


ejeg |епрілірш - злејешејеа језбојојешеен — 2-9 3180]. 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


aeq ueig 0} елдејем ge Keq 


Ļez9L LNE 
jewjue 
fri 0} 

“с dnog 


əjewəy :xeg 


FDA-CBER-2021-5683-0766380 


663 


Report No. 38166 


Amendment No. 1 to Final Report 


ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeobojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LWID) 82:21 020с-095-8 1 :uo релолааулрелолаа ул /ејорју6|9211060 


aeq ueig 0} елдејем ge Keq 


1429) (Ма 
јешшџе 
би 06 

гр dnog 


ојеше“ :xeg 


FDA-CBER-2021-5683-0766381 


664 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq ueig 0} елдејем ge Keq 


(4091158 
jewlue 


[61 00) 
:с dnoJc) 


ојеше“ :xeg 


FDA-CBER-2021-5683-0766382 


665 


Report No. 38166 


Amendment No. 1 to Final Report 


(%) 
ouo 


yey 


злајешејеа јез бојојешовн 


ејеа |епрілірш - злејешејеа jeoibojojeueeH — 2-9 3180]. 


5шә}олд јелу 40) Buipooue в\шоде|д YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £joplP6 L9Z7 [060 


aeq ueig 0} елдејем 8E Keq 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ојеше“ :xeg 


FDA-CBER-2021-5683-0766383 


666 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
oseg 


(11/6301X) 
on 


(11/60 
503 


(1/63013) 
ouo 


(1/63013) 
шл 


(1/63013) 
nen 
|0400 


Ы 


злајешејеа јез бојојешевн 


eje |епрілірш - злејешејеа |еобојојешеен 


ѕиә}ола јелу 10) вирооџе зшојеја УМУ 


pejejnuuo J-dN'1 39141 


:} dnog 


ejeq Hes ој елђејен p:Aeq Ә|ешә- :хәс 


69 41891 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа ул /ејорју6|9221060 


FDA-CBER-2021-5683-0766384 


667 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
oseg 


(11/e301X) (11/60 (1/63013) (1/63013) (1rl/e301X) уесо LNG 
on 504 ооу wÁ] пәм јешше 


П og 


злајешејеа јез бојојешевн 2 dnog 


ejequeig ој әлдејәҹ у Лед  ejeue:xeg 
ey ееп |епрілірш - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766385 


668 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
oseg 


(11/6301) (11/6301) (1/63013) (1/63013) (1rl/e301X) уесо LNG 
on 504 ооу wÁ] пәм јешше 
610 


злајешејеа јез бојојешевн :2 dnog 


ejequeig ој әлдејәҹ у Лед  ejeue:xeg 
ey ееп |епрілірш - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766386 


669 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
oseg 


(11/6301X) (11/60 (1/63013) (1/63013) (1rl/e301X) /429) (Ма 
on 504 ооу wÁ] пәм |РШІЕ 


П og 


злајешејеа јез бојојешевн гр dnog 


ejequeig ој әлдејәҹ у Лед  ejeue:xeg 
ey ееп |епрілірш - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766387 


670 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
oseg 


(11/60 (11/60 (1/63013) (1/63013) (1rl/e301X) LaZ9L LNE 
on 504 ооу wÁ] пәм јешше 


Іп 00} 


злајешејеа јез бојојешевн :6 dnog 


ejequeig ој әлдејәҹ у Лед  ejeue.:xeg 
ey ееп |епрілірш - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766388 


671 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
oseg 


(11/e301X) (11/e301X) (1/63013) (1/63013) (1rl/e301X) 12291139 
on 504 ооу wÁ] пәм јешше 


(61 де 


злајешејеа јез бојојешевн :9 dnoJc) 


ejequeig ој әлдејәҹ у Лед әјешә :хә 
ey ееп |епрілірш - зјејешејед језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 
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злајешејеа јез бојојешевн 1) dnog 


ejequeig ој әлдејәҹ у Лед  ejeue:xeg 
ey ееп |епрілірш - зјејешејед језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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злајешејеа јез бојојешевн :9 dnoJc) 


ejequeis ој елђејем 0, Лева әүешә- :xeg 
ey ееп [ENPIAIPU - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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ejequeig ој әлдејәҹ /| Aeq —ejeueJ:xeg 
ey ееп |епрілірш - зјејешејед језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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ejequeis ој әлдејәҹ /| Aeq —ejeueJ:xeg 
ey ееп [ENPIAIPU - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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злајешејеа јез бојојешевн гр dnog 


ejequeig ој әлдејәҹ /| Aeq —ejeueJ:xeg 
ey ееп [ENPIAIPU - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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ejequeis ој әлдејәҹ /| Aeq —ejeueJ:xeg 
ey ееп |епрілірш - зјејешејед језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 
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on 504 ооу wÁ] пәм јешше 
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злајешејеа јез бојојешевн 1) dnog 


ejequeig ој әлдејәҹ /| Aeq әјешәҷ :хәѕ 
ey ееп [ENPIAIPU - sjejeurejeg језбојојешеен 7-9 318v 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 
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5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 
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П og 


злајешејеа јез бојојешевн 2 dnog 


әјеа Мејс ој әлдејәм ge :Aeq әүешә- :хес 
yey ејеа |епрілірш - злејешејеа |ео!бојојешәен 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 
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злајешејеа јез бојојешевн :2 dnog 


әјеа Мејс ој әлдејәм ge :Aeq әүешә- :хес 
yey ејеа |епрілірш - злејешејеа |ео!бојојешәен 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766401 


684 


Report No. 38166 


Amendment No. 1 to Final Report 


(1/63013) 
oseg 


(11/6301) (11/6301) (1/63013) (1/63013) (1rl/e301X) LaZ9L LNE 
on 504 ооу wA 1ІПӘМ jewlue 


П og 


злајешејеа jeoibojoyeweey гр dnog 


әјеа Hes ој әлдејәм ge :Aeq әүешә- :хес 
yey ejeg |епрілірш - sjejeurejeg |еотбојојешәен 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 
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злајешејеа јез бојојешевн :6 dnog 


әјеа Мејс ој әлдејәм ge :Aeq әүешә- :хес 
yey ејеа |епрілірш - злејешејеа |ео!бојојешәен 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0766403 
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(1/63013) 
oseg 


(11/6301X) (11/60 (1/63013) (1/63013) (1rl/e301X) с9с911М9 
on 504 ооу wA 1ІПӘМ јешше 


Іп 00} 


злајешејеа јез бојојешевн 1) dnog 


әјеа Hes ој әлдејәм ge :Aeq әүешә- :хес 
yey ejeg |епрілірш - sjejeurejeg |еотбојојешәен 7-9 3180]. 


5шә}олд јелу 10) Buipooue ѕишоде|а YNY 
pejejnuuoJ-qN' әді 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 
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1005 d = ,, 3euung 9 елошу Me OEY 'qo[D/'qiv sie L Y 
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1005 d = „ 3jeuung  e^ouy m одем 'qop/'qiv Sle 9 Y 
6005 d=, 3euung 9 e^ouy Я щіпаојо Sle 9 Y 
1005 d = ,, 3jeuung  e^ouy Ра ишпају Sle 9 Y 
1005 d = x, 3jeuung  e^ouy = esoonio Sle 6 Y 
1005 d = ,, дешипа  e^ouy s әш) -eeJo aJe G у 
1005 d = ,, дешипа 9 елошу 5 (10) |01 -9|59|0Ц2) ale 6 у 
1005 d = ,, дешипа 9 елошу ү, ([e301) uiqnuiig ale 6 Y 
1005 d = ,, ЛӘшІП( 9 e^ouy 12 одем 'qo[b/'qiv ale 6 Y 
1005 d = ,, ЛӘШІП( 9 e^ouy е шіпаојо ale 6 Y 
1005 d = x, ЛӘШІП( 9 e^ouy m uiunqy Sle 6 Y 

1070 > d = ,, 3jeuunq 9 e^ouy E одем 'qolb/'qiv Sle Y Y 
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1070 5 d = x, 3jeuunq 9 e^ouy m ишпау ale Y Y 
1005 @= ,, :órues)neuung 9 eouy + esoonio Sle с Y 
1070 > d = ,, *(yuey)euunq 9 елоџу Ра SUIUN -еәЈ0) aJe с Y 
1005 d = ,, :(6o7)yeuung 9 e^ouy 3 (језој) шап ale с Y 
1005 d = „ 3ieuung 9 елошу d одем 'qoIb/'qiv ale с Y 
1005 d = „ 3ieuung 9 елошу ie ишпау ЕДЕ с Y 

с00 5 d = , деџипа 9 елошу я (1301) |0: -ejse]ou? ЕДЕ б Y 
1005 d = ,, 3euung 9 e^ouy ЕР одем 'qo[D/'qiv ale 2 Y 
1005 d = „„:(Вотудешипа 9 e^ouy РА ulINqo| 31 2 Y 
1005 d = ,, 3euung  e^ouy + ишпау ЕДЕ 2 Y 
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100 5 d = ,, 3jeuunq  e^ouy + 

1070 5 d = „ 3jeuunq 9 e^ouy Ра 

10:0 5d = „ 3jeuunq 9 e^ouy зі 
500>4-, :(yuey)yeuung 9 e^ouy А 
1005 d = „ 3euung % елошу i 
1005 9 = ,, :(Juey)pouunq 9 eouy ES 
1005 d = „ 3ieuung 9 e^ouy x 
1005 d =, :(607)yeuung 9 e^ouy m 
100 > d =, :(o1)neuung 9 e^ouy m 
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52151816 10) ejeudouddeu| - и 3jeuunq 9 e^ouy u eseueDoJp Áyəq eyejoe] ојеј 9 0L 
52151216 10) ejeudouddeu| - и 3jeuunq 9 e^ouy u LYSV ојеј 9 0L 
52151216 10) ejeudouddeu| - и 3jeuunq 9 e^ouy u de ојеј 9 0L 
215645 10) ejeudouddeu| - и :yeuunq 9 e^ouy u ГУЛУ ојеј 9 0L 
59211511815 JO} eyeudoJddeu| - U :geuun(] 9 eAouy u WNIPOS ә|еү\ 0 0L 
1005 d = „ 3euung 9 e^ouy E 19-ewwes ale L у 
1005 d= ж -Jjeuun(g 9 eAouy PA eseuoeDoJp Ayeq əepe] ә|еү\ 1 Y 
1005 d = „ деџипа 9 eaouy m 1vsv ale L у 
1005 d = „ деџипа 9 елошу » de ale L у 
1005 d = „ 3euung  e^ouy A lv ale L у 
1005 d = „ 3jeuung  e^ouy "а штроб ale L у 
1005 d = ,, деџипа ў елошу si 19-ewwes Sle 9 Y 
1005 d= xx ШӘШІП( 9 eAouV 42 eseueDoJp Куга о121227 ојеу 9 у 
100 5 d = ,, деџипа ў елошу ЫЫ 1у5у ale 9 Y 
1005 d = ,, 3jeuung  e^ouy "P de ale 9 Y 
1005 d = x, дешипа  e^ouy о ЛУ ale 9 Y 
1005 d = ,, дешипа  e^ouy m unipos ајеу 9 Y 
1005 d = ,, дешипа  e^ouy ei 15-ewwes ale 6 у 
90'0 5 d- x МӘШІП(1 9 eAouy m" eseuoDoJp Куга əepe] sje а у 
1005 d = ,, ЛӘШІП( 9 enouy m de әү 6 у 
100 > d = ,, деџипа  e^ouy 54 ЛУ ale с у 
1070 > d = „ ешипа 9 enouy Ра unipos ale 6 у 
10:0 > d = ,, 3jeuunq 9 e^ouy m 15-ewwes ајеу Y Y 
10:0 5 d = „ 3jeuunq 9 e^ouy 5 19-ешшео aJe с Y 
100 > d = ,, (умем)деџипа 9 елоџу m 1YSY ЕДЕ с Y 
1005 d = ,, :(Bo1)neuung % e^ouy ES de ЕДЕ с Y 
1070 5 d = ,, ‘(yuey)yeuung 9 елоџу 5 ЈУЛУ ale с Y 
1005 d = ,, 3euung ӯ лошу Ж unipos sie с Y 
1005 d = ,, 3euung  e^ouy % 19-ewwes ale 2 Y 
jueuuuo? тәзе jueuieJnseajy Хеб 010 ТЕП ed 
STOWE рие 6ШӘШШОО 
yey Мешшпс - злејешејеа [eorueuoorg |-7 31841 
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521611816 10) ejeudoJddeu| - и 3jeuung 9 e^ouy и 19-ешшео eje 9 le 
521511816 10) ejeudoJddeu| - и 3jeuung 9 e^ouy и әѕешу әшеәо eje 9 Le 
521611816 10) eyeudouddeu| - и 3jeuung 9 e^ouy и eseueDoJp Ayaq 32727 eje 9 le 
621811816 10) eyeudoJddeu| - и 3jeuung 9 eaouy и 1VSV 512 9 Le 
621811816 10) ƏJeudousddeu] - и 3jeuung 9 e^ouy и de 5/2 9 Іс 
621511816 10) eyeudoddeu| - и 3jeuung 9 eaouy и ЈУЛУ 5/2 9 Le 
621511816 10) eyeudoddeu| - и 3jeuung 9 eaouy и штрос 5/2 9 Le 
L005 d = „, 3euung 9 enouy Р" 19-ешшее ew L Д 

1005 d = „, 3euung  enouy б Unos | ew 1 Д 

1005 d = „, 3euung  e^ouy a 19-ешшее ew 6 Д 

L0'0 5 d = ,, 3ieuung ў e^ouy " wnipog | ew С Д 

L0'0 5 d = ,, 3ieuung  eAouy T 19-ешшее ew у "n 

100 > d = ,, 3ieuung  e^ouy b 19-ешшее ew € "m 

500 5 d = , :(uey)yeuung  e^ouy у Unos aew € "n 

100 5 d = „ jjeuung 9 enouy - 19-ешшеде | Әрі 2 "n 

1070 5 d = „ 3euung 9 enouy а lysy ƏN 2 "n 

90'0 5 d = , :(uey)yeuung  e^ouy í de ae 2 "n 

зопацејз 10) eyeuidouddeu| - и :деџипа 9 eAouy и 19-ешшес) eje 9 0L 
зопацејз 10) eyeidouddeu| - u 3jeuunq 9 елоџу и әѕешу әшеәо eje 9 0L 

jueuuo) Jaye jueujensee|y Хеб Чою Req ed 
Slayle yy pue S}USWWOD 
yey Мешшпе - sJejeuleJeg |еошецоо!а | 3189] 
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1070 > d = x :(yuey)yeuung 9 enouy " оцем “qojg/qiy ^ ejeueJ 2 Lb 
100 > d = ,, :(Bo1)neuung 9 enouy M ulInqoig ^ ejeuej 2 Д 
10054 = „ 3euung  e^ouy m ишпау _ гјешеч С Lb 
215645 10) ejeudouddeu| - и :jeuunq 9 e^ouy u esoon|p ajewe 9 0L 
52151216 10) ejeudouddeu| - и :jeuunq 9 e^ouy u əulu -e319 Ә|ЕШӘ- 9 0L 
52151216 10) ejeudouddeu - и :jeuunq 9 e^ouy u (1301) [02 -әјѕәјоцә)ә ejeueJ 9 0L 
52151216 10) ejeudouddeuy - и :yeuunq 9 e^ouy u (јејој) шаплиа — ejeueJ 9 0L 
2151645 10) ejeudouddeu - и :jeuunq 9 e^ouy u oneM'qo|o/qiv ә|ешә- 9 0L 
2151615 10) ejeudouddeu| - и :jeuunq 9 e^ouy u ungo ^ ejeuleJ 9 0L 
2151618 10) ejeudouddeu| - и леџипа 9 e^ouy u ишпау X ejeueJ 9 0L 
1005 d = ,, :euung 9 e^ouy T esoon|) ^ ejeujeJ 1 v 
1005 d = ,, :euung 9 e^ouy 4 (јејој) шапа — ојешеч 1 у 
1005 d = ,, :euung 9 e^ouy M ogey 'дојо/ фу — ојешеч 1 у 
1005 d = ,, :euung 9 e^ouy T ишпају _ ejeueJ 1 у 
с00 = d= х Jjeuun(] y e^ouv M 9SsO9n|c) ојешо4 9 Y 
1005 d = ,, 3euung 9 e^ouy Р ogey qoq X ојешеч 9 у 
1005 d = ,, 3euung 9 елоџу - ишпају _ ejeueJ 9 у 
1005 d = ,, 3euung 9 елоџу Fe (|0) шаплиа — ejeue 8 у 
1005 d = ,, дешипа 9 e^ouy d оде ‘qoq X ejeue 8 у 
1005 d = ,, дешипа 9 e^ouy РЯ ишпају ә(ешә4 6 у 
100 > d = x :(Bo1)neuung 9 enouy T (joy) шаплиа ә(ешә- у у 
1005 d = ,, 3euung 9 e^ouy РА одем ‘дојам _ ојешеч у у 
с0'05 d =, дешипа 9 e^ouy š ujnqo|) әјешәу Y ӯ 
1005 d = ,, ЛӘШІП( 9 e^ouy T ишпау — гјешеч у у 
1005 d = ,, :(quey)yeuunq % елоџу 4s esoon| Әешә4 с у 
90'0 = d = „ (ботудеџипа % e^ouy : (e}0}) шаплиа әешәз с у 
1005 d = ,, дешипа 9 e^ouy » ишпау — ejeue с у 
1005 d = ,, :euunq 9 e^ouy B оцем “qojg/qiy ^ ejeueJ 2 у 
1005 d = ,, :euunq 9 e^ouy T ишпау X ejeuej 2 у 
шәшшо) Jee yy jueujeinseo Хеб 10/0 Req әбед 
Soe) pue SJUBWWWOD 
yey Мешшпе - sJejeuleJeg |621ШӘЦ9018 I-L SEV 
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1005 d = „ 3euung 9 e^ouy Э одем 'qoo/qy Ә|ешә- с ge 
1005 d = ,, 3euung 9 елошу x uinqoj) ә|ешә- с 9€ 
59211511015 JO} eyeudoJddeu| - U :pəuunq y eAouy u озозпјо) ојешо4 9 Le 
521611015 JO} eyeudoJddeu| -u-:geuun(] 9 eAouy u SUIUl} -2319 ојешо4 9 Le 
521511815 JO} eyeudoJddeu| - U ДӘШІП(1 9 eAouv u (i901) |01-915Ә|0Ц7 ојешо4 9 Le 
59211611215 JO} eyeudoJddeu| - U :pəuunq y eAouv u (101) шатла ӘГЕШӘ- 9 Le 
521511215 JO} eyeudoJddeu| - U :pəuunq 9 eaouv u одем '9919/ УМ ојешо4 9 Le 
521511215 JO} eyeudoJddeu| - U :pəuunq 9 eaouv u Ui[nqo|o) ојешо4 9 Le 
521511215 JO} eyeudoJddeu| -u:jgeuun(] 9 e^ouvy u ишта ојешо4 9 Le 
9005 d- x ШӘШІП( % e^ouv Е euim -2919 ојешо4 1 41 
с005 d=, деџипа 9 елошу А (јејој) o -әјѕәјоцә Ә|Ршә- L "n 
с005 d=, 3jeuung  e^ouy E: (јејој) шаплиа әјешәҹ L Д 
1005 d = ,, дешипа  e^ouy Ж одем 'аојо/ ду әјешәҹ L Д 
1005 d = ,, дешипа  e^ouy (а ulInqoj) ^ ejeuej L Д 
1005 d = x, дешипа  e^ouy 8 ишпау — 9jeueJ L Д 
5070 > d- х Jjeuun(] 9 e^ouy * 9SsO9n|c) ојешо4 а Lh 
S0'0 > d =, деџипа 9 елошу : (јејој) шаплиа әјешәҹ 6 Д 
10054 = ,, 3jeuunq 9 елоцу id орем 'qoo/qy ajewe 6 Д 
1070 5d = „ 3jeuunq 9 e^ouy у щпдос) ^ ejeuej G Д 
10:0 5d = ,, 3jeuunq 9 e^ouy js ишпау — 9jeueJ 6 m 
1070 > d = ,, *(yuey)euunq 9 елоџу E одем 'qoo/qy X ejeuej у Д 
1005 d = „„:(Вотудешипа % елошу Е шіпдојә әјешәҹ Y М 
1005 d = „ 3ieuung % e^ouy " ишпају _ ојеше у Д 
1005 d = „ 3ieuung 9 e^ouy " ишпау _ 9jeueJ с m 
1005 d- xx }OUUNG 9 CAOUY 4% 9SO9n|C) ојешо4 е LL 
1005 d = ,, 3euung ӯ лошу A (1e}0}) шаплиа әјешәҹ 2 Д 
ічәшшо)о ӘЖЕ jueuieJnseajy Хеб 010 ТЕП ed 
STOWE pue 6ШӘШШОО 
yey Мешшпе - блејешејеа |BdWSYIOIg 1-2 318 1 
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52161815 10) ejeudouddeuj - и :јеџипа 5 e^ouy u sepueo/D-u| ^ ejeueJ 9 ре 
50161815 10) јемдоладец - и :jeuunq 5 e^ouy u (јејој) utejoud әјешәу 9 Ie 
52151216 10) ejeudouddeu| - и 3jeuunq 9 e^ouy u ejeudsoud Ә|Ршә4 9 Le 
с0'0 > d = , деџипа 9 eAouy 3 Unissejod Ә|ешә- 1 М 

100>4-,, 3jeuung 9 eAouy аж Unissejod Ә|ешә- G "n 

с0'0 > d = , :yeuung 9 e^ouy 4 Unissejod Әјешәу с Л 

100 = @= ,, :(6o1)neuung 9 enouy ж sepueoÁ[B-u| ^ ојешеч с Д 

с00 5 d = , :(6o07)yeuung 9 e^ouy А sepueoAJB-u| әјешәу Z A 

1005 d = ,, euung 9 e^ouy T ejeudsoug ^ ejeuiej А М 

52181616 10) ejeudouddeuj - u :euun( 9 e^ouy u Unissejod Əjewəy 9 01. 
52181616 10) eyeuidouddeu] - u :youung  e^ouy u зрџојуо Ә|ршә- 9 01. 
50181616 10) eyeudouddeu] - u :euun( 9 e^ouy u wnojeg әјешәу 9 01. 
52161616 10) eyeudouddeu] - и :euun( 9 e^ouy u eof Ә|ршә4 9 01. 
Ssonsijejs 10) eyeudouddeu] - и :euun( 9 e^ouy u sepueoAD-u| ^ ejeue 9 01 
52161816 10) eyeudouddeu] - и 3jeuun( 9 e^ouy u (јејој) uigjoud әјешәу 9 01 
sonsnels 10) ejeudouddeu| - и :jeuunq 9 e^ouy и ejeudsoud _ әешә- 9 0L 
10'0 5 d=,, :euung 9 e^ouy E sepueo/D-u| әјешәу 1 v 

1005 d z,, ешипд 9 e^ouy al sepueo/[D-u| әјешәу 9 v 

1005 d = ,, 3jeuung 9 елоџу ж. (J2}0}) шәјоха Ә(ешә4 9 ӯ 

1005 d = ,, 3jeuunq 9 e^ouy + әјецаѕоца ^ ejeueJj 9 y 

10'0 5 d = „„ 3euunq 9 e^ouy "n sepueo/D-u| әјешәу G v 

1005 9 = ,, (ботдеџипа 9 e^ouy РА sepueo/[D-u| әјешәу ӯ v 

G0'0 5 d =, 3jeuung 9 e^ouy n Unissejod Ә|РШӘ4 is ӯ 

1070 > d = ,, 3jeuung ў e^ouy 24 штојед  ejeueJ € v 

1005 d z,, :(607)euung 9 e^ouy РА sepueo/D-u| ^ ejeueJ € v 

1005 d = ,, деџипа 9 e^ouy аж (10) шәјоа әјешәҹ £ ӯ 

1005 d = „‚ деџипа 9 e^ouy аж зрмоју) X ejeueJ А Y 

5070 > d = , jjeuung ў елоџу қ (10) шејоја әјешәҹ 2 у 

G0'0 > d = , :yeuunq 9 e^ouy x ejeudsoud Ә|Ршә4 2 v 

јшәшшо әзе зашајповој хес dnog Req Әбед 
сәу pue SjUueuuo5 
yey Мешшпс - злејешејеа [eorueuoorg 1-1 3180] 
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1070 5 d = „ jjeuung 9 елоцу а (6101) идола ^ ejeuej € ge 

52161215 10) eyeudoddeu| - u :pəuunq 9 елоџу u wnissejod ӘІРшә4 9 Le 

52161215 10) eyeudouddeu| - и 7yeuung 9 елоџу и әриојцә ejeueJ 9 Le 

52181215 10) eyeudouddeu - и :jeuunqg  eAouy и штојеә әүешә- 9 Le 

52161215 10) ајеџдоладец/ - и :jeuunq  eAouy и eei) Ә|ршә4 9 Le 
jueuuo? lox ІЧӘШӘЈПЅРӘү Хеб nag eq ed 


лозе рие S}USWUWUOD 


yey Клешшпс - зјејешејеа jeorueuooig І-2 318v 


Amendment No. 1 to Final Report 


Report No. 38166 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LWD) 82:21 0202-495-8 | :uo релоладулрелолаа v ејорр619211060 


FDA-CBER-2021-5683-0766512 


795 


Report No. 38166 


Amendment No. 1 to Final Report 


1005 d = ,, 3jeuung 3 e^ouy T de 
1005 d = ,, 3ieuung 3 e^ouy аж 16-ешшео 
|00>4-,, 3jeuung 3 e^ouy T 1Vsv 
1005 d = ,, :jeuunq 9 e^ouy T de 
1005 d = „мем јдешипа 9 e^ouy " lviv 
90'0 > d=, :(yuey)yeuunq 9 елошу К штроб 
50181615 10) јемдоладец! - u :euun( 9 елошу и 19-ешшес) 
52161815 10) eyeudouddeuj - u :euun( 9 e^ouy и әѕешу 9Ui]eaJ?) 
52181616 10) ejeudouddeuj - u :euun( 9 e^ouy и aseuaboJp Áueq jeje] 
2151618 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 1VSV 
2151618 10) ejeudouddeu, - и :yeuunq 9 e^ouy и de 
52151215 10) ejeudouddeu| - и :jeuunq 9 e^ouy и ЈУ 
52181616 10) eyeudouddeu] - u :деџипа 9 e^ouy и шпірос 
1005 d = „‚ ШӘШІП( 9 e^ouy T 19-ешшео 
60`0 5 d=, jeuunqg 9 e^ouy f eseueDoJp Áyəq ejejoe] 
1005 d = ,, 3jeuunq 9 e^ouy T LVSV 
1005 d = ,, 3jeuunq 9 e^ouy T ИД 
1005 d = ,, 3jeuunq 9 e^ouy аа 19-ешшео 
1005 9 = „„ 3euunq  e^ouy me eseueDoJp Áueq eyejoe] 
1005 d = ,, 3jeuunq 9 e^ouy T LVSV 
1070 5 d = ,, 3jeuunq 9 e^ouy + 19-ешшео 
60`0 5 d =, 3jieuung 9 e^ouy А eseueDoJp Áueq eyeoe] 
0005 d =, ӘШІП( 9 e^ouy * 1VSV 
100 5 d = ,, 3jeuunq 9 e^ouy аа 1VIV 
1005 d =,, :(yuey)yeuunq 9 e^ouy "я 19-ешшео 
1005 d = ,, 3euung 3 e^ouy аж 1Vsv 
900 > d = , 3euung 9 e^ouy * УМ 
1005 d = „ме јдешипа 9 e^ouy Ра 19-ешшео 
1005 d = ,, Шәшіп( 9 елоцу T de 
шәшшо) ӘЖЕЙ ШЕПЕШЕАЕЛД 
Slowey pue уцәшшог) 
yey Мешшпс - злејешејеа [eorueuoorg 1-1 318V1 
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5215115 10) ejeudouddeu| - u 
9191615 10) ejeudouddeu| - и 
9191615 10) ejeudouddeu| - u 
90151615 10) ejeudouddeu| - и 
9191615 10) ejeudouddeu| - u 
9191615 10) ejeudouddeu| - и 
91951615 10) ejeudouddeu| - и 


Ы 


еџипд 9 елоџу 
еџипд 9 елоџу 
;3jeuunq 9 елоџу 
еџипа 9 елоџу 
;3jeuunq 9 елоџу 
;3jeuunq 9 елоџу 
j3jeuunq 9 eAouy 
еџипа 9 e^ouy 
еџипа 9 елоџу 
j3jeuunq 9 e^ouy 
‘yeuung 9 eAouy 
j3jeuunq 9 eAouy 
‘yeuung 9 eAouy 
:pauunq 9 e^ouy 
еџипа 9 e^ouy 
:pauunq 9 eAouy 
:pauunq 9 елоџу 


]ueuuo? 


лозе рие sjueuiuo? 
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100 > € = x, OUUN % BAOUY xx 

с0'05 d =, леџипд 9 e^ouy 

52151216 10) ejeudouddeu| - и леџипа 9 e^ouy 
215645 10) ејеџдоладец - и :jeuunq 9 e^ouy 
52151215 10) ejeudouddeu| - и леџипа 9 e^ouy 
2151618 10) ејеџдоладец - и :jeuunq 9 e^ouy 
sonsnels 10) ejeudouddeu, - и :jeuunq 9 e^ouy 
G0'0 = d = , ‘Heuunq 9 e^ouy * 

90'0 = d = , :(juesj)neuung 9 eouy * 

9005 d = , :(jues)neuunq ў enouy қ 

с0'0 5 dz, jieuung 9 e^ouy 

90'0 > d = , (умем јдеџипа 9 eouy 

9191615 10) ejeudouddeu| - и :jeuunq 9 e^ouy 
9191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy 
9191615 10) ejeudouddeu| - и :jeuunq 9 e^ouy 
9191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy 
9191618 јој ejeudouddeu| - и :jeuunq 9 e^ouy 
9191618 10) ejeudouddeu| - и :yeuunq 9 e^ouy 


с с (C с Cx 


* 


213513045 10) ejeudouddeu| - u 
2151615 10) ejeudouddeu| - u 
2151615 10) ejeudouddeu| - u 
5245115 10) ejeudouddeu| - u 
5215115 10) ejeudouddeu| - u 
2191615 10) ejeudouddeu| - u 


Оа) 


:(yuey)yjeuung 9 e^ouy 
:(yuey)euunq 9 eA^ouy 
:(yuey)euunq 9 eA^ouy 
(уџемјдешипа 9 елоиу 
шо % елошу 
ey) 
ey) 


с c. oc c c c c == c c tx 


мудеџипа 9 e^ouy 
мудеџипа 9 e^ouy á 


jueuuo? JEN 


SJEN рие Sjuauuo^? 
yey Клешшпс - зјалеј eunjojA? 


5шә}олд [EJA 10) Buipooue suuope|d YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £jopIP6 L9Z7 [060 


ешшеб-№] 
9-11 

9-11 
eulueD-N4I 
01-11 

9-11 
е]94/-11 
eydie-4NL 
eulueB-NJI 
€jeq|- 1l 
€jeq|- 1l 
eydie-4NL 
9-11 

9-11 

01-11 

9-11 

01-11 

9-11 

01-11 

9-11 

01-11 

9711 

01-11 

9-11 

01-11 

9-11 
&jeq|- 1I 


jueuJeJnsee|N 


L6 31971 


зје 
әү 
әү 
әү 
әү 
ојеу 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
әү 
sien 
әү 
әү 
ојеу 


хеб 


CN CN CN CO CO ЊУ LO LO CO со М Г- со со со CO Г- со со со со со CN CO LO CN 


dnoJ 
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g0'0 > d = , :(6o1)neuung 9 enouy " ешшеб-м4! әјешәҹ Z  (edugp)4l 
с005 d = , 3euung % e^ouy " 971  ejeuej 6 (ed u 9) 6) 
2151618 10) ejeudouddeu| - и :jeuunq 9 e^ouy и 01-11 ә|ешә- 9 (ed идр) OL 
2151618 10) ejeudouddeu, - и :jeuunq 9 e^ouy и 9-1 әешә- 9 (ed идр) OL 
sonsneis 10) ejeudouddeu| - и :jeuunq 9 елоџу и ejqj-j  әјешәу 9 (ed идр) OL 
2191618 10) ejeudouddeu| - и :jeuunq 9 e^ouy и eude-JN] әјешәу 9 (ed идр) OL 
sonses 10) ejeudouddeu, - и ешипа 9 елошу u ешшеб-м4| Əjewəy 9 (ed цер) OL 
1005 d = ,, дешипа ў e^ouy m ewweb-\N4] ^ ejeuej 9 (ed u 9) 8 
sonses 10) eyeudouddeu, - и ;3jeuun( 9 e^ouy u 9-1 Әршә4 1 (sqald) 8 
0151365 10) eyeudouddeu| - и ешипа  e^ouy u 9-1 Әршә4 9 (sqaJd) 8 
sonsneijs 10) eyeudouddeu| - и ешипа  e^ouy u 9-1 әүгшә- G (sqald) 8 
52161615 10) ejeudouddeu| - и :(ques)neuunq * e^ouy u 9-] ewe, ӯ (sqeJd) 8 
52161615 10) eyeudouddeu] - и :(ques)neuunq * e^ouy u 9-] Ә|ршә4 с (sqeJd) 8 
521181815 10) eyeudouddeu] - и :(ques)neuunq * e^ouy u 9-1 ewe 2 (sqeJd) 8 
sonses 10) eyeudouddeu| - и еџипа 9 e^ouy u 9-1 ayewe4 1 (sqaJd) | 
015615 10) ejeudouddeu| - и 3jeuunq 9 e^ouy u 9-1 ayewe4 9 (sqaJd) | 
015615 10) ejeudouddeu| - и 3jeuunq 9 e^ouy u 9-1 ayewe4 G (sqaJd) | 
52161616 10) eyeudouddeu] - и :(ques)neuunq * e^ouy u 9-1 Ә|ршә4 ӯ (09.4) | 
Sonsiejs 10) eyeudouddeu] - u :(yuey)yeuung 9 e^ouy u 9-1 9ewe- is (09.4) | 
Ssonsijejs 10) eyeudouddeu] - u :(yuey)yeuung 9 e^ouy u 9-1  ejeueJj 2 (5094) | 
jueuuo) 14N jueujeinseo Хеб nag Теп әбед 


лозе рие sjueuiuo? 


Јем Мешшпо - sje^e eub? /-6 318v. 


5шә}олд [EJA 10) Buipooue suuope|d YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £jopIP6 L9Z7 [060 
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(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(50944) ојеа HEIS ој елђејем | :Aeq 
2-6 318v. 
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ееп |епрїри| ~ ѕјәләт eun о 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(50944) ојеа HEIS ој елђејем | :Aeq 
2-6 318v. 


уес9 LNE 
jewlue 


[Bri 06 
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eudje-JN.L eulueD-N4I 
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ееп |епрїри| ~ ѕјәләт eun о 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(50944) ојеа HEIS ој елђејем | :Aeq 
2-6 318v. 
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<|әлӘ| eunjo 


ееп |епрїри| ~ ѕјәләт eun о 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(50944) ојеа HEIS ој елђејем | :Aeq 
2-6 318v. 
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jewlue 
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5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(50944) ојеа HEIS ој елђејем | :Aeq 
2-6 318v. 


(4091158 
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ееп |епрїри| ~ ѕјәләт eun о 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(50944) ојеа HEIS ој елђејем | :Aeq 
2-6 318v. 
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ееп |епрїри| ~ ѕјәләт eun о 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(50944) ојеа HEIS ој елђејем | :Aeq 
2-6 318v. 
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ееп |епрїри| ~ ѕјәләт euo) 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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ееп |епрїри| ~ ѕјәләт euo) 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(ed ч 9) ejeq ueis ој әлдејәҹ | Лед 
2-6 3180]. 
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(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(ed ч 9) әтеп ueis ој әлдејәҹ | Лед 
2-6 3180]. 
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(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(ed ч 9) әтеп ueis ој әлдејәҹ | Лед 
2-6 3180]. 
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(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(ed ч 9) ejeq ueis ој әлдејәҹ | Лед 
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(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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(1ш/ба) (qw/6d) 
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5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


(50944) ојеа ueis ој елђејем | :Aeq 
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]ueuJuo» inse = i 
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еје0 | -1| eudje-JN.L ешшеб-м41 П og 


JE 


в|ӘЛӘЛ euro 1 dnog 


(50914) 3q HBS 0} әлдејәҹ | :Aeq — әүешә- :хес 
ejeq |епримру! ~ sje^e"] euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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JE 
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(50914) әјеа ueis ој әлдејәҹ | :Aeq ә|ешә- :xeg 
ejeq |епримру! ~ S8497 euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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JE 


в|ӘЛӘЛ euro гр dnog 


(50914) әјеа HBS 0} әлдејәҹ | :Aeq әүешә- :хес 
ejeq |епримру! ~ sje^e"] euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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(1ш/ба) (1ш/ба) (qw/6d) LaZ9L LNE 
јешџе 
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JE 


вјале 7 оџрјојк ) 5 dnoJc) 


(50914) әјеа ueis 01 әлдејәҹ | :Aeq ә|ешә- :xeg 
ejeq |епримру! ~ sje^e"] euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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JUSWWOD үпѕәҹ = i 


(1ш/ба) (1ш/ба) (qw/6d) 229,188 
јешџе 


еје0 | -1| eudje-JN.L ешшеб-м41 (61 og 


JE 


в|ӘЛӘЛ euro :9 (поі) 


(50914) әјеа WEIS 0} әлдејәҹ | Лео ә|ешә- :xeg 
ejeq |епримру! ~ sje^e"] euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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JUSWWOD үпѕәҹ = i 


(1ш/ба) (1ш/ба) (1ш/ба) 2429) Ма 
јешџе 


ејед | -7| eydje-4NL ewweb-n4| Іп 00} 


JE 


вјале 7 оџрјојк ) :2 Чпол©) 


(50914) әјеа WEIS ој әлдејәҹ | :Aeq Ә|ешә- :хес 
ejeq |епримру! ~ S8497 euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0766792 


1075 


Report No. 38166 


Amendment No. 1 to Final Report 
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(ed y 9) әјеа Wels ој әлдејәҹ | :Aeq Ә|ешә- :хес 
ejeq |епримру! ~ S8497 euo) c6 318У1 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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JUSWWOD үпѕәҹ = i 


(1ш/ба) (1ш/ба) (qw/6d) /429) (Ма 
јешџе 


еје0 | -1| eudje-JN.L ewweb-n4| П og 


JE 


в|ӘЛӘЛ euro гр dnog 


(ed y 9) 3q pes oreAgejeM | :Aeq әүешә- :хес 
ejeq |епримру! ~ sje^e"] euo) c6 318У1 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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(ed y 9) 3q pes о әлдејәҹ | :Aeq — e[eueJ :хес 
ејеа |епримру! ~ sje^e"] вирјо c6 318У1 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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JUSWWOD үпѕәҹ = i 


(1ш/ба) (1ш/ба) (qw/6d) 229,188 
јешџе 


еје0 | -1| eudje-JN.L ewweb-n4| (61 og 


JE 


в|ӘЛӘЛ euro :9 (поі) 


(edu 9) 3q pes о әлдејәҹ | :Aeq Ә|ешә- :хес 
ejeq |епримру! ~ sje^e"] euo) c6 318У1 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 
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(edu 9) 3q pes ој әлдејәҹ | :Aeq Ә|ешә- :хес 
ejeq |епримру! ~ S8497 euo) c6 318У1 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 
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в|ӘЛӘЛ euro 1 dnog 


(50914) әјеа WEIS 0} әлдејәм g:Áeq — әүешә- :xeg 
ejeq |епримру! ~ sje^e"] euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 
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ejeq |епримру! ~ S8497 euo) c6318vl 
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в|ӘЛӘЛ euro гр dnog 


(50914) әјеа WEIS o1eAgejoM g:Áeq Ә|ешә- :xeg 
ejeq |епримру! ~ sje^e"] euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 
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ejeq |епримру! ~ sje^e"] euo) c6318vl 
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јешџе 


еје0 | -1| eudje-JN.L ewweb-n4| (61 og 


JE 


в|ӘЛӘЛ euro :9 (поі) 


(50914) әјеа WEIS o1eAgejeM g:Áeq — әүешә- :xeg 
ejeq |епримру! ~ sje^e"] euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 
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(50914) әјеа WEIS ој әлдејәм g:Áeq Ә|ешә- :xeg 
ejeq |епримру! ~ S8497 euo) c6318vl 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 
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(ed y 9) әјеа pes о әлдејәм g:Áeq — e[eueJ :xeg 
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ejeq |епримру! ~ sje^e"] euo) c6 318У1 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
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JE 
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(ed y 9) 3q pes ој әлдејәм g:Áeq — әешә- :xeg 
ејеа |епримру! ~ sje^e"] вирјо c6 318У1 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
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(edu 9) 3q pes о әлдејәм g:Áeq Ә|ешә- :xeg 
ејеа |епримру! ~ sje^e"] вирјо c6 318У1 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 
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"uonejnojeo anjer иеәш 10) 1ш/68 66 01196 “(1ш/ба 66 =) иодеојиепб јо jaaaj zsamoj мојед әпјед 
упзом 01-1 9/2 
"uonejnojeo enjeA иеәш 10) 1Ш/80 (с 01196 “(1ш/ба o'g =) оодеоудиепр јо jaaaj )5әмо| мојед әпјед 
упзом 9-11 9/2 

Jaye adn] {ЧӘШӘЈПЅРӘЈ 091915 


Slowey pue sjueuuo? 


JE ejeq JENpIAIpU] ~ $8497 euo c6 3180] 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


лиешшод 
gjewie 
зиәшшод 
əjewəy 
зиәшшод 
əjewəy 
лиешшод 
gjewie 
зиәшшод 
gjewe 
зиәшшод 
əjewəy 
диәшшо2 
gjewie 
диәшшо2 
əjewəy 
зиәшшод 
gjewie 
зиәшшод 
gjewe 
зиәшшод 
gjewe 
диәшшо2 
gjewie 
зиәшшод 
gjewe 
Ддиәшшо2 
gjewie 
Хес 


dnog 


(50944) б} 
(50944) б} 
(50944) б} 
(50944) б} 
(50944) 6), 
(50944) б} 
(50944) б} 
(50944) 6), 
(50944) 6) 
(50944) б} 
(50944) б} 
(50944) б} 
(50944) б} 


(зада) 6) 
feq 
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Report No. 38166 


Amendment No. 1 to Final Report 


"uonejnojeo әпјел иеәш јој 1ш/ба 9%) 01196 (1ш/ба 92), =) uoneoynuenb Jo jaaaj Samo] мојед enjeA 


упзом ejeq,-1 822 
"uonejnojeo enjeA иеәш 10) 1ш/68 [л о} 38S “(1ш/ба л =) иодеоцуџепб јо jaaaj земој мојед әпјед 
упзом eudje-JN.L 822 
"uonejnojeo enjeA иеәш 10) 1ш/68 6'6 01196 `(1ш/ба 6'6 =) чоцеоішиеп јо jaaaj 5емој мојед әпјед 
Ше! 01-1 vec 
"uonejnojeo enjeA иеәш 10) 1ш/ба (с 01196 `(1ш/ба o'g =) uoneoynuenb јо jaaaj земој мојед әпјед 
Ше! 9-11 vec 
"uonejno[eo enjeA иеәш 10) 1ш/ба 9'2 01195 (1ш/ба 9'2 =) uoneoynuenb јо jaaaj јземој мојед әпјед 
Ше! ejeq,-1i vec 
"uonejnojeo enjeA иеәш 10) 1ш/68 л o1 jeg `(1ш/ба л =) uoneoygnuenb јо jaaaj 5емој мојед әпјед 
упзом eudje-JN.L vec 
"uonejnojeo enjeA иеәш 10) 1ш/68 66 01196 `(1ш/ба 6'6 =) uoneoynuenb јо jaaaj земој мојед әпјед 
Ше! 01-1l ссе 
"uonejnojeo enjeA иеәш JO} 1ш/80 (с о 38S “(1ш/ба o'g =) uoneoynuenb јо jaaaj јземој мојед әпјед 
упзом 9-1 ссе 
"uonejno[eo enjeA иеәш 10) 1ш/ба ое 01195: (1ш/ба 9'2 =) uoneoynuenb јо jaaaj јѕәмој мојәд әпјед 
упзом ејед | -7) ссе 
"uonejnojeo enjeA иеәш 10) 1ш/68 үл о} 38S `(1ш/ба л =) коцеоішиеп јо jaaaj )5әмо| мојед әпјед 
упзом eudje-JN.L eez 
"uonejnojeo enjeA иеәш 10) 1ш/68 07% 01196 `(1ш/ба (7% =) uoneoygnuenb jo |әлә| земој мојед әпјед 
упзом euuleB-N 4I eez 
"uonejnojeo enjeA иеәш JO} 1ш/68 66 01196 `(1ш/ба 6'6 =) иодеојиепб јо |әлә| земој мојед әпјед 
Ше! 01-1 ZEZ 
"uonejnojeo enjeA иеәш 10) 1ш/68 (с 01196 `(1ш/ба 0'2 =) uoneoynuenb јо |әлә| 5емој мојед әпјед 
Ше! 9-11 cec 
"uonejno[eo enjeA иеәш 10) 1ш/ба 9, 01195 (1ш/ба 9'2 =) uoneoynuenb јо jaaaj }$әмо| мојед әпјед 
упзом ejeq,-1 cec 

Jaye adn] Џешеп5еој yoalqns 


зјоуџеу pue sjueuuo? 


JE ejeq JENpIAIpU] ~ $8497 euo c6 3180] 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


диәшшо2 
gjewie 
зиәшшод 
gjewe 
зиәшшод 
gjewe 
диәшшо2 
gjewe 
диәшшо2 
gjewe 
лиешшод 
əjewəy 
диәшшо2 
gjewie 
зиәшшод 
gjewie 
зиәшшод 
gjewie 
диәшшо2 
gjewie 
зиәшшод 
gjewe 
диәшшо2 
əjewəy 
лиешшод 
gjewe 
зиәшшод 
əjewəy 
Хес 


anog 


(50944) б} 
(50944) б} 
(50944) б} 
(50944) б} 
(50944) б} 
(50944) б} 
(50944) 6), 
(50914) б} 
(50944) б} 
(50944) б} 
(50944) б} 
(50944) 6), 
(50944) б} 


(зада) 6) 
feq 
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Report No. 38166 


Amendment No. 1 to Final Report 


"uonejnojeo әпјел иеәш јој 1ш/ба 9%) 01196 (1ш/ба 9'z| =) uoneoynuenb Jo jaaaj Samo] мојед enjeA 


Ше! ejeq,-1 LSZ 

"uonejnojeo enjeA иеәш JO} 1ш/68 ү / o1 jeg `(1ш/ба |; =) uoneoygnuenb јо |әлә| земој мојед әпјед 
Ше! eudje-JN.L LSZ 

"uone|no[eo enjeA ueaw 10) 1ш/68 6'6 01195 :(ш/ба 6'6 =) uoneoymnuenb Jo Jang] ј5амој мојәд enjeA 
Ше! 01-1 072 

"uone|no[eo enjeA иеәш 40) 1ш/ба ое 04196 :(чш/ба (с =) uoneoynuenb Jo Jang] ј5амој мојәд enjeA 
упзом 9-11 072 

"uonejnojeo әп|ел иеәш 10) 1ш/68 92), 01195 (1ш/ба 0%) =) UoWeoyUEN jo jaaaj )5әмо| мојед әпјед 
упзом ејед | -7) 072 

"uonejnojeo enjeA иеәш 10) 1ш/80 үл о} )әс `(1ш/ба л =) uoneoygnuenb јо jaaaj 5емој мојед әпјед 
упзом eudje-JN.L 072 

"uonejnojeo enjeA иеәш 10) 1ш/ба 7% 01196 “(1ш/ба (7% =) UoWeoyUEN јо jaaaj земој мојед әпјед 
упзом euuleB-N 4I 072 

"uone|no[eo enjeA иеәш 40) 1ш/ба 6:6 01195 :(ш/ба 66 =) uoneoynuenb Jo Jang] |5әмо| мојәд enjeA 
упзом 01-1 6€c 

"uone|no[eo enjeA иеәш 40) 1ш/68 ое 01196 :(чш/ба (с =) uoneoynuenb Jo Jang] ј5амој мојәд enjeA 
Ше! 9-11 6€c 

"uonejnojeo anjen иеәш 10) 1ш/68 92), о әс̧ (1ш/ба 9'z| =) uoneoygnuenb јо jaaaj земој мојәд әпјед 
упзом ejeq,-1 622 

"uonejnojeo enjeA иеәш 10) 1ш/68 үл o11eg `(1ш/ба л =) uoneoygnuenb jo jaaaj јземој мојед әпјед 
упзом eudje-JN.L 622 

"uonejnojeo enjeA иеәш 10) 1ш/68 (7% 01196 `(1ш/ба (7% =) иодеојиепб jo jaaaj земој мојед әпјед 
Ше! euule-N 4I 6€c 

"uone|no[eo enjeA иеәш 10) 1ш/ба 6'6 01195 :(ш/6а 6'6 =) uoneoynuenb Jo Jang] ј5амој мојәд enjeA 
упзом 01-1l gez 

"uone|no[eo enjeA ueaw 10) 1ш/ба (e 01196 (шуба 0'е =) uoneoynuenb Jo Jang] ј5амој мојәд enjeA 
упзом 9-11 gez 

Jaye әлү {ЧӘШӘЈПЅРӘЈ 091915 


Slowey pue sjueuuo? 


JE ejeq JENpIAIpU] ~ $8497 euo c6 3180] 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


диәшшо2 
gjewie 
диәшшо2 
gjewie 
зиәшшод 
gjewe 
зиәшшод 
gjewie 
зиәшшод 
gjewe 
зиәшшод 
gjewe 
зиәшшод 
gjewie 
лиешшод 
gjewe 
зиәшшод 
gjewie 
лиешшод 
gjewie 
зиәшшод 
gjewie 
зиәшшод 
gjewie 
Juewwo) 
gjewe 
зиәшшод 
əjewəy 
Хес 


dnoJ5 


(50944) б} 
(50944) 6), 
(50944) б} 
(50944) б} 
(50944) б} 
(50944) б} 
(50944) б} 
(50914) б} 
(50944) б} 
(50944) б} 
(50944) б} 
(50944) 6), 
(50914) б} 


(зада) 6) 
feq 
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Report No. 38166 


Amendment No. 1 to Final Report 


"uonejnojeo әпјел иеәш JO} 1ш/68 |^; o11eg (шуба |' =) uoneoymuenb Jo |әлә| 159 o| мојед enjeA 


ynsəy eud[e-JN.L vc 
"uonejnojeo әпјел иеәш JO} 1ш/68 Qr 01495 (1ш/ба (rp =) uoneoymuenb Jo |әлә| 159 o| мојед enjeA 
ynsəy ешшеб-м-1 vc 
"uonejnojeo әпјел иеәш JO} 1ш/68 (re o11eg (1ш/ба (re =) uoneoymuenb jo |әлә| 159 o| мојед enjeA 
ynsəy 9-1 CES 
"џодејпојео enjeA иеәш 104 1ш/ба Qe 01196 '(7ш/ба ye =) uoneoynuenb Jo |әлә| јземо! мојед enjeA 
ynsəy 9-11 4 
"uonejnojeo әпјел иеәш JO} 1ш/68 (re o11eg (1ш/ба (re =) uoneoymuenb jo |әлә| јземој мојед enjeA 
ynsəy 9-11 LEC 
"uonejnojeo әпјел ueaw јој 1ш/68 (re 01495 (1ш/ба g'g =) uoneoymuenb jo |әлә| јземој мојед enjeA 
ynsəy 9-1 0cc 
"uonejnojeo әпјел иеәш JO} 1ш/68 (75 01495 (1ш/ба g'g =) uoneoymuenb Jo |әлә| 159 o| мојед enjeA 
ynsəy 9-11 912 
"uonejnojeo әпјел иеәш JO} 1ш/68 (re o11eg (1ш/ба (reg =) UOMeOYUEND Jo |әлә| јземој мојед enjeA 
ynsəy 9-11 912 
"џодејпојео enjeA иеәш 10) 1ш/ба 66 01196 '(1ш/68 66 =) џодеоууџепб Jo jana] јземо! мојед enjeA 
ynsəy 0/11 696 
"џодејпојео enjeA иеәш 104 1ш/ба Qe 01196 '(7ш/ба o'g =) иодеоууџепб Jo |әлә| јземо! мојед enjeA 
ynsəy 9-11 696 
"џоцејпојео әпјел ueeu јој 1ш/ба 9%) 01196 (1ш/ба 92), =) иодеоцуџепб Jo |әлә| јземој мојед enjeA 
ynsəy әд 696 
"џодејпојео әпјел иеәш JO} 1ш/68 |^; o11eg (шуба |' =) џоцеоцпџепр Jo |әлә| јземој мојед enjeA 
ynsəy eydje-4NL 696 
"џодејпојео enjeA иеәш 10) 1ш/ба 66 01196 “(1ш/60 66 =) џодеоууџепб Jo jana] Samo] мојед enjeA 
ynsəy 0/1 LS? 
"џодејпојео әпүел иеәш ој 1ш/ба Qe 01196 (wd ye =) uoneoynuenb Jo |елој јземо! мојед enjeA 
ynsəy 9-11 ТА 

Tae edA[ ШЕШЕШЕ ЕЛ ШЕТУ 


зјоуџеу pue sjueuuo? 


JE ejeq JENpIAIpU] ~ $8497 euo c6 3180] 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


зиәшшод 
gjewie 
зиәшшод 
gjewie 
лиешшод 
gjewe 
лиешшод 
gjewie 
диәшшо2 
gjewie 
зиәшшод 
əjewəy 
зиәшшод 
əjewəy 
диәшшо2 
gjewe 
зиәшшод 
gjewie 
лиешшод 
gjewe 
зиәшшод 
gjewie 
диәшшо2 
əjewəy 
лиешшод 
gjewie 
зиәшшод 
gjewie 
Хес 


=— 


=— 


dnoJ5 


(ed цер) 2) 
(ed цер) 2) 
(ed u 9) 6) 
(ed u 9) 6) 
(ed u 9) 6) 
(ed u 9) 6) 
(ed u 9) 6) 
(ed u 9) 6) 
(0944) б} 
(50944) 6), 
(50944) б} 
(50944) б} 
(50914) 6), 


(зада) 6) 
feq 
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Report No. 38166 


Amendment No. 1 to Final Report 


"uonejnojeo әпјел иеәш JO} 1ш/68 |^; o11eg (шуба |' =) uoneoymuenb Jo |әлә| јземој мојед enjeA 


упзом eydje-4NL 44 
"uonejnojeo әпүел иеәш 10) 1ш/68 66 01196 `(1ш/ба 6'6 =) иодеојиепб јо jaaaj јземој мојед әпјед 
упзом 01-1 022 
"uonejnojeo enjeA иеәш 10) 1ш/80 (с 01196 “(1ш/ба o'g =) uoneoygnuenb јо jaaaj 5емој мојед әпјед 
Ше! 9-11 022 
"uonejno[eo enjeA иеәш 10) 1ш/ба oz, 01195: (1ш/ба 92) =) uoneoynuenb јо jaaaj |5әмо| мојед әпјед 
упзом ејед | -7) 022 
"uonejnojeo enjeA иеәш 10) 1ш/68 ү / о 38S `(1ш/ба л =) иодеојџепб јо jaaaj земој мојед әпјед 
ШЕЕ eudje-JN.L 022 
"uonejnojeo enjeA иеәш 10) 1ш/68 66 01196 “(1ш/ба 66 =) uoneoynuenb јо jaaaj |5әмО| мојед әпјед 
упзом 01-1l 9/2 
"uonejnojeo enjeA иеәш 10) 1Ш/80 (с 01196 “(1ш/ба o'g =) оодеоудиепр Jo jaaaj )5әмо| мојед әпјед 
упзом 9-11 9/2 
"uonejno[eo enjeA иеәш 10) 1ш/ба oz, 01196 (1ш/ба 92) =) uoneoynuenb јо jaaaj јземој мојед әпјед 
упзом еје0 | -7) 9/2 
"uonejnojeo enjeA иеәш 10) 1ш/80 үл o11eg `(1ш/ба ү” / =) иодеоудиепр јо jaaaj |5әмО| мојед әпјед 
упзом eudje-JN.L 9/2 
"uonejnojeo enjeA иеәш JO} 1ш/ба 7% 01196 “(1ш/ба (7% =) коцеоішиеп јо jaaaj 1590| мојед әпјед 
упзом ешшеб-м№-1 9/2 
"uonejnojeo enjeA иеәш 10) 1ш/80 (с 01196 “(1ш/ба o'g =) иодеоудиепр jo jaaaj земој мојед әпјед 
упзом 9-11 ТА 
"uonejnojeo әпел иеәш 10) 1ш/68 66 01196 `(1ш/ба 6'6 =) uoneoynuenb јо jaaaj јѕәмој мојәд әпјед 
Ше! 01-1 vic 
"uonejnojeo enjeA иеәш 10) 1ш/68 (с 01196 `(1ш/ба o'g =) uoneoygnuenb јо jaaaj 5емој мојед әпјед 
Ше! 9-11 vic 
"uonejno[eo enjeA иеәш 10) 1ш/ба ое 01196: (1ш/ба 9'2 =) uoneounuenb јо jaaaj јземој мојед әпјед 
упзом ejeq,-1 vic 

Jaye adn] Џешеп5еој yoalqns 


зјоуџеу pue sjueuuo? 


JE ejeq JENpIAIpU] ~ $8497 euo c6 3180] 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа y £jopIP6 L9Z7 [060 


лиешшод 
gjewie 
зиәшшод 
əjewəy 
зиәшшод 
əjewəy 
лиешшод 
gjewe 
зиәшшод 
gjewie 
зиәшшод 
gjewe 
диәшшо2 
əjewəy 
диәшшо2 
gjewe 
зиәшшод 
gjewe 
лиешшод 
gjewie 
зиәшшод 
gjewe 
зиәшшод 
gjewe 
диәшшо2 
gjewe 
диәшшо2 
gjewie 
Хес 


anog 
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Report No. 38166 


Amendment No. 1 to Final Report 


"uonejnojeo әпјел ueaw JO} 1ш/68 (e o11eg "(1u/fd g'g =) uoneoymuenb jo |әлә| 159 o| мојед enjeA 


упзом 9-11 922 
"uonejno[eo enjeA иеәш 10) 1ш/ба oz, 01195: (1ш/ба 92) =) uoneoynuenb јо jaaaj јѕәмој мојед әпјед 
упзом ejeq,-1i 2744 
"uonejnojeo enjeA иеәш 10) 1ш/68 [л о )әс `(1ш/ба л =) uoneoygnuenb јо jaaaj 5емој мојед әпјед 
Ше! eydje-4NL 922 
"uonejnojeo enjeA иеәш 10) 1ш/68 66 01196 “(1ш/ба 6'6 =) uoneoynuenb јо jaaaj )5әмо| мојед әпјед 
упзом 01-1 1% 
"uonejnojeo enjeA иеәш 10) 1ш/ба (с 01196 “(1ш/ба o'g =) оодеоудиепр јо jaaaj јземој мојед әпјед 
упзом 9-11 1% 
"uonejno[eo enjeA иеәш 10) 1ш/ба ое 01196: “(1ш/ба 92) =) uoneoynuenb јо jaaaj |5әмо| мојәд әпјед 
упзом ејед | -7) 1% 
"uonejnojeo enjeA иеәш JO} 1ш/80 [л o1 jeg `(1ш/ба л =) иодеоудиепр јо jaaaj земој мојед әпјед 
упзом eudje-JN.L ТАА 
"uonejnojeo enjeA иеәш 10) 1ш/68 66 01196 `(1ш/ба 6'6 =) иодеојиепб јо jaaaj земој мојәд әпјед 
Шеті 01-1l 92 
"uonejnojeo әпүел иеәш 10) 1ш/68 (с 01196 `(1ш/ба o'g =) UoWeoyUEND јо jaaaj |5әмО| мојед әпјед 
Ше! 9-11 922 
"uonejno[eo enjeA ирәш 10) 1ш/ба ое 01195 (1ш/ба 9'2 =) uoneoynuenb јо jaaaj |5әмо| мојед әпјед 
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Three LNP-Formulated RNA Platforms 
Encoding for Viral Proteins 


TABLE 11 Ophthalmological Examination Rat 
Animal Main Study / Eye* 
no. Recovery Predose End of MS End of RP 
period left right left right left right 


Male animals 


Group 1: Control 


(1) MS 0 0 0 0 - - 
(2) MS 0 0 0 0 - - 
(3) М5 0 0 0 0 - - 
(4) М5 0 0 0 0 - - 
(5) М5 0 0 0 0 - - 
(6) М5 0 0 0 0 - - 
(7) М5 0 0 0 0 - - 
(8) М5 0 0 0 0 - - 
(9) М5 0 0 0 0 - - 
(10) М5 0 0 0 0 - - 
(11) ЕР 0 0 0 0 0 0 
(12) ЕР 0 0 0 0 0 0 
(13) ЕР 0 0 0 0 0 0 
(14) ЕР 0 0 0 0 0 0 
(15) ЕР 0 0 0 0 0 0 
Group 2: 30 ug BNT162al/animal, i.m. 
(31) MS 0 0 0 0 - - 
(32) MS 0 0 0 0 - - 
(33) М5 0 0 0 0 - - 
(34) М5 0 0 0 0 - - 
(35) М5 0 0 0 0 - - 
(36) М5 0 0 0 0 - - 
(37) М5 0 0 0 0 - - 
(38) М5 0 0 0 0 - - 
(39) М5 0 0 0 0 - - 
(40) М5 0 0 0 0 - - 
(41) ЕР 0 0 0 0 0 0 
(42) ЕР 0 0 0 0 0 0 
(43) ЕР 0 0 0 0 0 0 
(44) ЕР 0 0 0 0 0 0 
(45) ЕР 0 0 0 0 0 0 


0 = no pathological findings 

* = includes: adnexa oculi (i.e. lids, lacrimal apparatus), conjunctiva, cornea, 
anterior chamber, lens, vitreous body, fundus (retina, optic disc) 

MS = main study (treatment period) 

RP = recovery period 
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TABLE 11 Ophthalmological Examination Rat 
Animal Main Study / Eye* 
no. Recovery Predose End of MS End of RP 
period left right left right left right 


Male animals 


Group 3: 10 ug BNT162al/animal, i.m. 


(61) MS 0 0 0 0 - - 
(62) MS 0 0 0 0 - - 
(63) М5 0 0 0 0 - - 
(64) М5 0 0 0 0 - - 
(65) М5 0 0 0 0 - - 
(66) М5 0 0 0 0 - - 
(67) М5 0 0 0 0 - - 
(68) М5 0 0 0 0 - - 
(69) М5 0 0 0 0 - - 
(70) М5 0 0 0 0 - - 
(71) ЕР 0 0 0 0 0 0 
(72) ЕР 0 0 0 0 0 0 
(73) ЕР 0 0 0 0 0 0 
(74) ЕР 0 0 0 0 0 0 
(75) ЕР 0 0 0 0 0 0 
Group 4: 30 ug BNT162bl/animal, i.m. 
(91) MS 0 0 0 0 - - 
(92) MS 0 0 0 0 - - 
(93) М5 0 0 0 0 - - 
(94) М5 0 0 0 0 - - 
(95) М5 0 0 0 0 - - 
(96) М5 0 0 0 0 - - 
(97) М5 0 0 0 0 - - 
(98) М5 0 0 0 0 - - 
(99) М5 0 0 0 0 - - 
(100) М5 0 0 0 0 - - 
(101) ЕР 0 0 0 0 0 0 
(102) ЕР 0 0 0 0 0 0 
(103) ЕР 0 0 0 0 0 0 
(104) ЕР 0 0 0 0 0 0 
(105) ЕР 0 0 0 0 0 0 


0 = по pathological findings 

* = includes: adnexa oculi (i.e. lids, lacrimal apparatus), conjunctiva, cornea, 
anterior chamber, lens, vitreous body, fundus (retina, optic disc) 

MS = main study (treatment period) 

RP = recovery period 
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TABLE 11 Ophthalmological Examination Rat 
Animal Main Study / Eye* 
no. Recovery Predose End of MS End of RP 
period left right left right left right 


Male animals 


Group 5: 100 ug BNT162bl/animal, i.m. 


(121) MS 0 0 0 0 - - 
(122) MS 0 0 0 0 - - 
(123) М5 0 0 0 0 - - 
(124) М5 0 0 0 0 - - 
(125) М5 0 0 0 0 - - 
(126) М5 0 0 0 0 - - 
(127) М5 0 0 0 0 - - 
(128) М5 0 0 0 0 - - 
(129) М5 0 0 0 0 - - 
(130) М5 0 0 0 0 - - 
(131) ЕР 0 0 0 0 0 0 
(132) ЕР 0 0 0 0 0 0 
(133) ЕР 0 0 0 0 0 0 
(134) ЕР 0 0 0 0 0 0 
(135) ЕР 0 0 0 0 0 0 
Group 6: 30 ug BNT162cl/animal, i.m. 
(151) MS 0 0 0 0 - - 
(152) MS 0 0 0 0 - - 
(153) М5 0 0 0 0 - - 
(154) М5 0 0 0 0 - - 
(155) М5 0 0 0 0 - - 
(156) М5 0 0 0 0 - - 
(157) MS 0 0 0 0 - - 
(158) MS 0 0 0 0 - - 
(159) MS 0 0 0 0 - - 
(160) MS 0 0 0 0 - - 
(161) RP 0 0 0 0 0 0 
(162) RP 0 0 0 0 0 0 
(163) ВР 0 0 0 0 0 0 
(164) RP 0 0 0 0 0 0 
(165) RP 0 0 0 0 0 0 


0 = no pathological findings 

* = includes: adnexa oculi (i.e. lids, lacrimal apparatus), conjunctiva, cornea, 
anterior chamber, lens, vitreous body, fundus (retina, optic disc) 

MS = main study (treatment period) 

RP = recovery period 
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TABLE 11 


Animal 


no. 


Group 7: 


+ c 


MS = 


RP 


(181) 
(182) 
(183) 
(184) 
(185) 
(186) 
(187) 
(188) 
(189) 
(190) 
(191) 
(192) 
(193) 
(194) 
(195) 


Main Study / 
Recovery 
period 


Three LNP-Formulated RNA Platforms 


Encoding for Viral Proteins 
Ophthalmological Examination 


Eye* 
Predose End of MS 
left right left right 


Male animals 


100 ug BNT162b2/animal, i.m. 


MS 
MS 
MS 
MS 
MS 
MS 
MS 
MS 
MS 
MS 
RP 
RP 
RP 
RP 
RP 


со сә эоэо осо о оо осо оо 


no pathological findings 
includes: adnexa oculi (i.e. lids, lacrimal apparatus), conjunctiva, cornea, 


оо ооооооооооо оо 


оо со со ооо О Оо о > о со ооо 


оо сз сэ со сэ сз сэ сэ сэ сз © со оо 


Rat 


End of RP 
left right 
0 0 
0 0 
0 0 
0 0 
0 0 


anterior chamber, lens, vitreous body, fundus (retina, optic disc) 


main study (treatment period) 
recovery period 
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TABLE 11 Ophthalmological Examination Rat 
Animal Main Study / Eye* 
no. Recovery Predose End of MS End of RP 
period left right left right left right 


Female animals 


Group 1: Control 


(16) MS 0 0 0 0 - - 
(17) MS 0 0 0 0 - - 
(18) MS 0 0 0 0 - - 
(19) М5 0 0 0 0 - - 
(20) М5 0 0 0 0 - - 
(21) М5 0 0 0 0 - - 
(22) MS 0 0 0 0 - - 
(23) MS 0 0 0 0 - - 
(24) MS 0 0 0 0 - - 
(25) MS 0 0 0 0 - - 
(26) RP 0 0 0 0 0 0 
(27) RP 0 0 0 0 0 0 
(28) RP 0 0 0 0 0 0 
(29) RP 0 0 0 0 0 0 
(30) RP 0 0 0 0 0 0 
Group 2: 30 ug BNT162al/animal, i.m. 
(46) MS 0 0 0 0 - - 
(47) М5 0 0 0 0 - - 
(48) М5 0 0 0 0 - - 
(49) М5 0 0 0 0 - - 
(50) М5 0 0 0 0 - - 
(51) М5 0 0 0 0 - - 
(52) М5 0 0 0 0 - - 
(53) М5 0 0 0 0 - - 
(54) М5 0 0 0 0 - - 
(55) М5 0 0 0 0 - - 
(56) ЕР 0 0 0 0 0 0 
(57) ЕР 0 0 0 0 0 0 
(58) ЕР 0 0 0 0 0 0 
(59) ЕР 0 0 0 0 0 0 
(60) ЕР 0 0 0 0 0 0 


0 = no pathological findings 

# = includes: adnexa oculi (i.e. lids, lacrimal apparatus), conjunctiva, cornea, 
anterior chamber, lens, vitreous body, fundus (retina, optic disc) 

MS = main study (treatment period) 

RP = recovery period 
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TABLE 11 Ophthalmological Examination Rat 
Animal Main Study / Eye* 
no. Recovery Predose End of MS End of RP 
period left right left right left right 


Female animals 


Group 3: 10 ug BNT162al/animal, i.m. 


(76) MS 0 0 0 0 - - 
(77) MS 0 0 0 0 - - 
(78) MS 0 0 0 0 - - 
(79) М5 0 0 0 0 - - 
(80) М5 0 0 0 0 - - 
(81) MS 0 0 0 0 - - 
(82) MS 0 0 0 0 - - 
(83) MS 0 0 0 0 - - 
(84) MS 0 0 0 0 - - 
(85) MS 0 0 0 0 - - 
(86) RP 0 0 0 0 0 0 
(87) RP 0 0 0 0 0 0 
(88) RP 0 0 0 0 0 0 
(89) RP 0 0 0 0 0 0 
(90) RP 0 0 0 0 0 0 
Group 4: 30 ug BNT162bl/animal, i.m. 
(106) MS 0 0 0 0 - - 
(107) М5 0 0 0 0 - - 
(108) М5 0 0 0 0 - - 
(109) М5 0 0 0 0 - - 
(110) М5 0 0 0 0 - - 
(111) М5 0 0 0 0 - - 
(112) М5 0 0 0 0 - - 
(113) М5 0 0 0 0 - - 
(114) М5 0 0 0 0 - - 
(115) М5 0 0 0 0 - - 
(116) ЕР 0 0 0 0 0 0 
(117) ЕР 0 0 0 0 0 0 
(118) ЕР 0 0 0 0 0 0 
(119) ЕР 0 0 0 0 0 0 
(120) ЕР 0 0 0 0 0 0 


0 = no pathological findings 

* = includes: adnexa oculi (i.e. lids, lacrimal apparatus), conjunctiva, cornea, 
anterior chamber, lens, vitreous body, fundus (retina, optic disc) 

MS = main study (treatment period) 

RP = recovery period 
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TABLE 11 Ophthalmological Examination Rat 
Animal Main Study / Eye* 
no. Recovery Predose End of MS End of RP 
period left right left right left right 


Female animals 


Group 5: 100 ug BNT162bl/animal, i.m. 


(136) MS 0 0 0 0 - - 
(137) MS 0 0 0 0 - - 
(138) MS 0 0 0 0 - - 
(139) М5 0 0 0 0 - - 
(140) М5 0 0 0 0 - - 
(141) М5 0 0 0 0 - - 
(142) М5 0 0 0 0 - - 
(143) М5 0 0 0 0 - - 
(144) М5 0 0 0 0 - - 
(145) М5 0 0 0 0 - - 
(146) ЕР 0 0 0 0 0 0 
(147) ЕР 0 0 0 0 0 0 
(148) ЕР 0 0 0 0 0 0 
(149) ЕР 0 0 0 0 0 0 
(150) ЕР 0 0 0 0 0 0 
Group 6: 30 ug BNT162cl/animal, i.m. 
(166) MS 0 0 0 0 - - 
(167) М5 0 0 0 0 - - 
(168) М5 0 0 0 0 - - 
(169) М5 0 0 0 0 - - 
(170) М5 0 0 0 0 - - 
(171) М5 0 0 0 0 - - 
(172) М5 0 0 0 0 - - 
(173) М5 0 0 0 0 - - 
(174) М5 0 0 0 0 - - 
(175) М5 0 0 0 0 - - 
(176) ЕР 0 0 0 0 0 0 
(177) ЕР 0 0 0 0 0 0 
(178) ЕР 0 0 0 0 0 0 
(179) ЕР 0 0 0 0 0 0 
(180) ЕР 0 0 0 0 0 0 


0 = no pathological findings 

* = includes: adnexa oculi (i.e. lids, lacrimal apparatus), conjunctiva, cornea, 
anterior chamber, lens, vitreous body, fundus (retina, optic disc) 

MS = main study (treatment period) 

RP = recovery period 
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TABLE 11 Ophthalmological Examination Rat 
Animal Main Study / Eye* 
no. Recovery Predose End of MS End of RP 
period left right left right left right 


Female animals 


Group 7: 100 ug BNT162b2/animal, i.m. 


(196) MS 0 0 0 0 Е - 
(197) MS 0 0 0 0 т - 
(198) М5 0 0 0 0 = - 
(199) MS 0 0 0 0 = = 
(200) MS 0 0 0 0 = - 
(201) MS 0 0 0 0 = - 
(202) MS 0 0 0 0 E - 
(203) MS 0 0 0 0 = = 
(204) MS 0 0 0 0 Е - 
(205) MS 0 0 0 0 Е - 
(206) RP 0 0 0 0 0 0 
(207) RP 0 0 0 0 0 0 
(208) RP 0 0 0 0 0 0 
(209) RP 0 0 0 0 0 0 
(210) RP 0 0 0 0 0 0 


no pathological findings 

- includes: adnexa oculi (i.e. lids, lacrimal apparatus), conjunctiva, cornea, 
anterior chamber, lens, vitreous body, fundus (retina, optic disc) 

MS = main study (treatment period) 

RP = recovery period 


» о 
І 
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TABLE 12 Auditory Examination Rat 
Animal Main Study / Hearing 
no. Recovery 
period Predose End of MS End of RP 


Male animals 


Group 1: Control 


(1) MS 0 0 - 
(2) MS 0 0 - 
(3) MS 0 0 - 
(4) MS 0 0 - 
(5) MS 0 0 - 
(6) MS 0 0 - 
(7) MS 0 0 - 
(8) MS 0 0 - 
(9) MS 0 0 - 
(10) MS 0 0 - 
(11) RP 0 0 0 
(12) RP 0 0 0 
(13) RP 0 0 0 
(14) RP 0 0 0 
(15) RP 0 0 0 
Group 2: 30 ug BNT162al/animal, i.m. 

(31) MS 0 0 - 
(32) MS 0 0 - 
(33) MS 0 0 - 
(34) MS 0 0 - 
(35) MS 0 0 - 
(36) MS 0 0 - 
(37) MS 0 0 - 
(38) MS 0 0 - 
(39) MS 0 0 

(40) MS 0 0 - 
(41) RP 0 0 0 
(42) RP 0 0 0 
(43) RP 0 0 0 
(44) RP 0 0 0 
(45) RP 0 0 0 

0 = no pathological findings 


MS = main study (treatment period) 
RP = recovery period 
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TABLE 12 Auditory Examination Rat 
Animal Main Study / Hearing 
no. Recovery 
period Predose End of MS End of RP 


Male animals 


Group 3: 10 ug BNT162al/animal, i.m. 


(61) MS 0 0 - 
(62) MS 0 0 - 
(63) MS 0 0 - 
(64) М5 0 0 - 
(65) М5 0 0 - 
(66) М5 0 0 - 
(67) М5 0 0 - 
(68) М5 0 0 - 
(69) М5 0 0 - 
(70) М5 0 0 - 
(71) ЕР 0 0 0 
(72) ЕР 0 0 0 
(73) ЕР 0 0 0 
(74) ЕР 0 0 0 
(75) ЕР 0 0 0 
Group 4: 30 ug BNT162bl/animal, i.m. 

(91) MS 0 0 - 
(92) М5 0 0 - 
(93) М5 0 0 - 
(94) М5 0 0 - 
(95) М5 0 0 - 
(96) М5 0 0 - 
(97) М5 0 0 - 
(98) М5 0 0 - 
(99) М5 0 0 

(100) М5 0 0 - 
(101) ЕР 0 0 0 
(102) ЕР 0 0 0 
(103) ЕР 0 0 0 
(104) ЕР 0 0 0 
(105) ЕР 0 0 0 

0 = no pathological findings 


MS 
RP 


main study (treatment period) 
recovery period 
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TABLE 12 Auditory Examination Rat 
Animal Main Study / Hearing 
no. Recovery 
period Predose End of MS End of RP 


Male animals 


Group 5: 100 ug BNT162bl/animal, i.m. 


(121) MS 0 0 - 
(122) MS 0 0 - 
(123) MS 0 0 - 
(124) MS 0 0 - 
(125) MS 0 0 - 
(126) MS 0 0 - 
(127) MS 0 0 - 
(128) MS 0 0 - 
(129) MS 0 0 

(130) MS 0 0 - 
(131) RP 0 0 0 
(132) RP 0 0 0 
(133) RP 0 0 0 
(134) RP 0 0 0 
(135) RP 0 0 0 

Group 6: 30 ug BNT162cl/animal, i.m. 

(151) MS 0 0 - 
(152) М5 0 0 - 
(153) М5 0 0 - 
(154) М5 0 0 - 
(155) М5 0 0 - 
(156) М5 0 0 - 
(157) MS 0 0 - 
(158) MS 0 0 

(159) MS 0 0 

(160) MS 0 0 - 
(161) RP 0 0 0 
(162) RP 0 0 0 
(163) RP 0 0 0 
(164) RP 0 0 0 
(165) RP 0 0 0 

0 = no pathological findings 


MS 
RP 


main study (treatment period) 
recovery period 
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TABLE 12 Auditory Examination Rat 
Animal Main Study / Hearing 
no. Recovery 
period Predose End of MS End of RP 


Male animals 


Group 7: 100 ug BNT162b2/animal, i.m. 


(181) MS 0 0 - 
(182) MS 0 0 - 
(183) MS 0 0 - 
(184) MS 0 0 - 
(185) MS 0 0 - 
(186) MS 0 0 - 
(187) MS 0 0 - 
(188) MS 0 0 - 
(189) MS 0 0 
(190) MS 0 0 - 
(191) RP 0 0 0 
(192) RP 0 0 0 
(193) RP 0 0 0 
(194) RP 0 0 0 
(195) RP 0 0 0 

0 = no pathological findings 

MS = main study (treatment period) 

RP = recovery period 
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TABLE 12 


Animal Main Study / 


no. 


Recovery 
period 


Group 1: Control 


Group 2: 30 ug BNT162al/animal, i. 


MS 
RP 


(16) 
(17) 
(18) 
(19) 
(20) 
(21) 
(22) 
(23) 
(24) 
(25) 
(26) 
(27) 
(28) 
(29) 
(30) 


(46) 
(47) 
(48) 
(49) 
(50) 
(51) 
(52) 
(53) 
(54) 
(55) 
(56) 
(57) 
(58) 
(59) 
(60) 


MS 
MS 
MS 
MS 
MS 
MS 
MS 
MS 
MS 
MS 
RP 
RP 
RP 
RP 
RP 


MS 
MS 
MS 
MS 
MS 
MS 
MS 
MS 
MS 
MS 
RP 
RP 
RP 
RP 
RP 


Three LNP-Formulated RNA Platforms 
Encoding for Viral Proteins 
Auditory Examination 

Hearing 


Predose End of MS 


Female animals 


оо ооооооооооо оо 


3 


[== == ccccccccocccoocco 


no pathological findings 
main study (treatment period) 
recovery period 


оо эс осо оо оо осо оо 


CcOcccccccccocccoocco 


Rat 


End of RP 


әсос«осо оо | 
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TABLE 12 Auditory Examination Rat 
Animal Main Study / Hearing 
no. Recovery 
period Predose End of MS End of RP 


Female animals 


Group 3: 10 ug BNT162al/animal, i.m. 


(76) MS 0 0 - 
(77) М5 0 0 - 
(78) MS 0 0 - 
(79) М5 0 0 - 
(80) М5 0 0 - 
(81) М5 0 0 - 
(82) М5 0 0 - 
(83) М5 0 0 - 
(84) М5 0 0 - 
(85) М5 0 0 - 
(86) ЕР 0 0 0 
(87) ЕР 0 0 0 
(88) ЕР 0 0 0 
(89) ЕР 0 0 0 
(90) ЕР 0 0 0 
Group 4: 30 ug BNT162bl/animal, i.m. 

(106) MS 0 0 - 
(107) М5 0 0 - 
(108) М5 0 0 - 
(109) М5 0 0 - 
(110) М5 0 0 - 
(111) М5 0 0 - 
(112) М5 0 0 - 
(113) М5 0 0 - 
(114) М5 0 0 

(115) М5 0 0 - 
(116) ЕР 0 0 0 
(117) ЕР 0 0 0 
(118) ЕР 0 0 0 
(119) ЕР 0 0 0 
(120) ЕР 0 0 0 

0 = no pathological findings 


MS 
RP 


main study (treatment period) 
recovery period 
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TABLE 12 Auditory Examination Rat 
Animal Main Study / Hearing 
no. Recovery 
period Predose End of MS End of RP 


Female animals 


Group 5: 100 ug BNT162bl/animal, i.m. 


(136) MS 0 0 - 
(137) MS 0 0 - 
(138) MS 0 0 - 
(139) MS 0 0 - 
(140) MS 0 0 - 
(141) MS 0 0 - 
(142) MS 0 0 - 
(143) MS 0 0 - 
(144) MS 0 0 

(145) MS 0 0 - 
(146) RP 0 0 0 
(147) RP 0 0 0 
(148) RP 0 0 0 
(149) RP 0 0 0 
(150) RP 0 0 0 

Group 6: 30 ug BNT162cl/animal, i.m. 

(166) MS 0 0 

(167) MS 0 0 - 
(168) MS 0 0 - 
(169) MS 0 0 - 
(170) М5 0 0 - 
(171) М5 0 0 - 
(172) М5 0 0 - 
(173) М5 0 0 - 
(174) М5 0 0 - 
(175) М5 0 0 

(176) ЕР 0 0 - 
(177) ЕР 0 0 0 
(178) ЕР 0 0 0 
(179) ЕР 0 0 0 
(180) ЕР 0 0 0 

0 = по pathological findings 


М5 
RP 


main study (treatment period) 
recovery period 
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TABLE 12 Auditory Examination Rat 
Animal Main Study / Hearing 
no. Recovery 
period Predose End of MS End of RP 


Female animals 


Group 7: 100 ug BNT162b2/animal, i.m. 


(196) MS 0 0 - 
(197) MS 0 0 - 
(198) MS 0 0 - 
(199) MS 0 0 - 
(200) MS 0 0 - 
(201) MS 0 0 - 
(202) MS 0 0 - 
(203) MS 0 0 - 
(204) MS 0 0 
(205) MS 0 0 - 
(206) RP 0 0 0 
(207) RP 0 0 0 
(208) RP 0 0 0 
(209) RP 0 0 0 
(210) RP 0 0 0 

0 = no pathological findings 

MS = main study (treatment period) 

RP = recovery period 


FDA-CBER-2021-5683-0766990 


Report No. 38166 1273 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 

Mal es 


Group 1: Control 
Terminal sacrifice 


(1] T$ | TD 17 -- 


= 


0 pathological findings 


(2] T$ | TD 17 -- 


= 


0 pathological findings 


(3) Т5 | TD 17 -- no pathological findings 
(4) Т5 | TD 17 -- no pathological findings 
(5) Т5 | TD 17 -- no pathological findings 
(6) Т5 | TD 17 -- no pathological findings 
(7) Т5 | TD 17 Lungs: emphysematous 

(8) Т5 | TD 17 -- no pathological findings 
(9) Т5 | TD 17 Thymus: reddened 

(10) TS | TD 17 -- no pathological findings 


Recovery sacrifice 


(11) R$] TD 38 -- 


= 


0 pathological findings 


(12) R$] TD 38 -- 


= 


0 pathological findings 


(13) RS / TD 38 -- no pathological findings 
(14) RS / TD 38 -- no pathological findings 
(15) RS / TD 38 Testis (right): enlarged 

TD test day 


TS terminal sacrifice 
RS recovery sacrifice 


FDA-CBER-2021-5683-0766991 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1274 
Amendment No. 1 to Final Report 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Mal es 
Group 2: 30 yg BNT162al[animal, i.m. 
Terminal sacrifice 
(31) TS / TD 17 Injection site 1: indurated 
Spleen: enlarged 
(32) Т5 / TD 17 Injection site 1: indurated 
(33) TS | TD 17 External observation: injection site | thickened 
Injection site I: muscles indurated 
Lymph node (iliac): enlarged 
Prostate: reduced in size 
Semi nal vesicles: reduced in size 
Adrenal glands: enlarged 
(34 TS | TD 17 Injection site I: muscles thickened, indurated 
(35) TS | TD 17 External observation: injection site | indurated 
Injection site I: i ndurated 
(36) T$ | TD 17 External observation: injection site | indurated, 
incrustation (diameter approx. 
4 mm) 
Injection site I: i ndurated 
(37) T$ | TD 17 External observation: injection site 11 incrusted 
Injection site I: muscles thickened, indurated 
TD test day l: left 
TS terminal sacrifice ПІ: right 


FDA-CBER-2021-5683-0766992 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 


1275 


Amendment No. 1 to Final Report 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 
Macroscopic Post Mortem Findings 


TABLE 13 


Ani mal Day of 
no, sacrifice 


Affected 
organs 


Mal es 


Group 2: 30 yg BNT162al[animal, i.m. 


Terminal sacrifice 
(38) Т5 | TD 17 


(39) TS | TD 17 


(40) TS | TD 17 


Recovery sacrifice 
(41) RS / TD 38 
(42) RS / TD 38 
(43) RS / TD 38 
(44) RS / TD 38 


(45) А5 TD 38 


TD test day 


Injection site I: 
Injection site I: 


Spleen: 


External observation: 


Injection site I: 


TS terminal sacrifice 
RS recovery sacrifice 


Fi ndi ngs 


i ndurated 


i ndurated 


enlarged 


Rat 


injection site | thickened 


muscles indurated 


= 


0 


= 


0 


= 


0 


= 


0 


= 


0 


pathological findings 


pathological findings 


pathological findings 


pathological findings 


pathological findings 


| eft 
right 


FDA-CBER-2021-5683-0766993 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1276 
Amendment No. 1 to Final Report 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Mal es 
Group 3: 10 yg BNT162aljanimal, i.m. 
Terminal sacrifice 
(61) TS / TD 17 Injection site 1: indurated 
Lymph node (iliac): enlarged 
Spleen: enlarged 
(62) TS | TD 17 -- no pathological findings 
(63) T$ | TD 17 External observation: injection site | thickened, 
skin incrusted 
Injection site I: muscle indurated 
Spleen: enlarged 
Lymph node (iliac): enlarged 
(64) T$ | TD 17 External observation: injection site | thickened 
Injection site I: muscle indurated 
Lymph node (iliac): enlarged 
(65) T$ | TD 17 Injection site |: indurated 
Spleen: enlarged 
( 66) T$ | TD 17 Injection site 1: i ndurated 
Lymph node (iliac): enlarged 
Spleen: enlarged 
TD test day l: left 
TS terminal sacrifice ПІ: right 


FDA-CBER-2021-5683-0766994 


Report No. 38166 1277 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 

Mal es 


Group 3: 10 yg BNT162al[animal, i.m. 


Terminal sacrifice 


(67) T$ | TD 17 External observation: injection site | thickened 
Injection site I: muscle indurated 

(68) T$ | TD 17 Injection site 1: indurated 

(69) TS | TD 17 -- no pathological findings 

(70) TS | TD 17 Spl een: enlarged 


Recovery sacrifice 


(711) R$] TD 38 -- 


= 


0 pathological findings 


(72) RS / TD 38 -- 


= 


0 pathological findings 


= 


(73) 45] TD 38 -- 0 pathological findings 


(714) R$] TD 38 -- 


= 


0 pathological findings 


(75) RS / TD 38 -- 


= 


0 pathological findings 


TD test day 
RS recovery sacrifice 


FDA-CBER-2021-5683-0766995 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 
Amendment No. 1 to Final Report 


1278 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Mal es 
Group 4: 30 yg BNT162b1/ani mal, i.m. 
Terminal sacrifice 
(91) TS | TD 17 Injection site 1: i ndurated 
Lymph node (iliac): enlarged 
(92) Т5 | TD 17 Injection site 1: i ndurated 
(93) Т5 | TD 17 Lymph node (iliac): enlarged 
(94) TS | TD 17 -- no pathological findings 
(95) T$ | TD 17 Injection site 1: indurated 
Lymph node (iliac): enlarged 
(96) TS | TD 17 Injection site I: muscles indurated 
Lymph node (iliac): enlarged 
(97) TS | TD 17 -- no pathological findings 
(98) T$ | TD 17 Injection site 1: indurated 
Spleen: enlarged 
Lymph node (iliac): enlarged 
(99) TS | TD 17 Injection site I: muscles indurated 
Lymph node (iliac): enlarged 
(100) Т5 / TD 17 Injection site 1: muscle indurated, thickened 
TD test day |: left 
TS terminal sacrifice ||; right 


FDA-CBER-2021-5683-0766996 


090177e194f4cf37 Approved Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 


Amendment No. 1 to Final Report 


1279 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Mal es 
Group 4: 30 yg BNT162b1/ani mal, i.m. 
Recovery sacrifice 
(101) RS / TD 38 -- no pathological findings 
(102) RS / TD 38 -- no pathological findings 
(103) RS / TD 38 Testis (right): enlarged 
(104) RS / TD 38 -- no pathological findings 
(105) RS / TD 38 -- no pathological findings 
TD test day 
RS recovery sacrifice 


FDA-CBER-2021-5683-0766997 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1280 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Mal es 
Group 5: 100 yg BNT162bl[animal, i.m. 
Terminal sacrifice 
(121) T$] TD 17 Injection site ІНІ: enlarged 
Lymph node (renal, left) enlarged 
Spl een: enlarged 
(122) TS / TD 17 -- no pathological findings 
(123) TS / TD 17 Injection site ІНІ: muscle indurated 
Lymph node (iliac): enlarged 
Spleen: enlarged 
(124) TS [ TD 17 Injection site ІНІ: thickened 
Lymph node (iliac): enlarged 
(125) TS / TD 17 -- no pathological findings 
(126) TS / TD 17 Injection site ІНІ: i ndurated 
Spleen: enlarged 
Lymph node (iliac): enlarged 
(127) TS / TD 17 External observation: injection site | thickened 
Injection site ІНІ: muscle indurated 
Adrenal glands: enlarged 
Lymph node (iliac): enlarged 
TD test day l: left 
TS terminal sacrifice ПІ: right 


FDA-CBER-2021-5683-0766998 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 
Amendment No. 1 to Final Report 


1281 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Mal es 
Group 5: 100 yg BNT162bl[animal, i.m. 
Terminal sacrifice 
(128) T$] TD 17 Spl een: enlarged 
(129) Т5 / TD 17 Injection site ІНІ: i ndurated 
Lymph node (iliac): enlarged 
(130) TS / TD 17 Injection site ІНІ: muscle indurated 
Spleen: enlarged 
Adrenal glands: enlarged 
Lymph node (iliac): enlarged 
Recovery sacrifice 
(131) RS / TD 38 Lymph node (iliac): enlarged 
(132) RS] TD 38 Lymph node (iliac): enlarged 
(133) RS / TD 38 Lymph node (iliac): enlarged 
(134) RS / TD 38 Lymph node (iliac): enlarged 
(135) RS / TD 38 Lymph node (iliac): enlarged 
TD test day l: left 
TS terminal sacrifice ПІ: right 
RS recovery sacrifice 


FDA-CBER-2021-5683-0766999 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1282 
Amendment No. 1 to Final Report 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Mal es 
Group 6: 30 yg BNT162cl/animal, i.m. 
Terminal sacrifice 
(151) TS / TD 10 External observation: injection site | thickened 
Injection site I: muscles indurated 
(152) Т5 / TD 10 External observation: injection site | thickened 
Injection site I: muscles indurated 
Spleen: enlarged 
(153) TS | TD 10 External observation: injection site | thickened 
Injection site I: muscle indurated 
(154) TS / TD 10 External observation: injection site | thickened 
Injection site I: indurated 
Spleen: enlarged 
(155) TS / TD 10 Injection site I: muscle indurated 
Spleen: enlarged 
(156) TS | TD 10 External observation: injection site | thickened 
Injection site I: muscle indurated 
Spleen: enlarged 
Lymph node (iliac): enlarged 
TD test day l: left 
TS terminal sacrifice ПІ: right 


FDA-CBER-2021-5683-0767000 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 
Amendment No. 1 to Final Report 


1283 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Mal es 
Group 6: 30 yg BNT162cl/animal, i.m. 
Terminal sacrifice 
(157) TS / TD 10 External observation: injection site | thickened 
Injection site I: i ndurated 
(158) TS / TD 10 External observation: injection site | thickened, 
| ncrusted 
Injection site I: muscle indurated 
(159) Т5 / TD 10 External observation: injection site | thickened 
Injection site I: i ndurated 
(160) TS / TD 10 External observation: injection site | thickened 
Injection site I: indurated 
Spleen: enlarged 
Recovery sacrifice 
(161) RS] TD 31 -- no pathological findings 
(162) RS] TD 31 -- no pathological findings 
(163) RS] TD 31 -- no pathological findings 
(164) RS] TD 31 -- no pathological findings 
(165) RS] TD 31 -- no pathological findings 
TD test day l: left 
TS terminal sacrifice ПІ: right 
RS recovery sacrifice 


FDA-CBER-2021-5683-0767001 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 
Amendment No. 1 to Final Report 


1284 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Mal es 
Group 7: 100 yg BNT162b2/animal, i.m. 
Terminal sacrifice 
(181) Т5 / TD 17 Injection site ІНІ: indurated 
Lymph node (iliac): enlarged 
(182) T$ / TD 17 Injection site ІНІ: indurated 
Lymph node (iliac): enlarged 
(183) TS / TD 17 -- no pathological findings 
(184) TS / TD 17 External observation: injection site | thickened 
Injection site ІНІ: enlarged 
Lymph node (iliac): enlarged 
Lymph node (renal): enlarged 
(185) TS / TD 17 -- no pathological findings 
(186) Т5 / TD 17 -- no pathological findings 
Injection site I: i ndurated 
(187) 151 TD 17 Lymph node (iliac): enlarged 
Injection site ІНІ: i ndurated 
Spleen: enlarged 
(188) TS / TD 17 Injection site ІНІ: thickened 
TD test day l: left 
TS terminal sacrifice ПІ: right 


FDA-CBER-2021-5683-0767002 


Report No. 38166 1285 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 

Mal es 


Group 7: 100 yg BNT162b2/animal, i.m. 


(189) TS / TD 17 Injection site ІНІ: i ndurated 
Spl een: enlarged 
Lymph node (iliac): enlarged 
(190) -- no pathological findings 


Recovery sacrifice 


(191) RS / TD 38 -- 


= 


0 pathological findings 


(192) RS / TD 38 -- 


= 


0 pathological findings 


(193) RS / TD 38 -- no pathological findings 
(194) RS / TD 38 -- no pathological findings 
(195) А5 | TD 38 Lymph node (iliac): enlarged 

TD test day l: left 

RS recovery sacrifice ПІ: right 


FDA-CBER-2021-5683-0767003 


Report No. 38166 1286 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Three МР. Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Findings 
no. sacrifice organs 

Females 


Group 1: Control 


Terminal sacrifice 


(16) TS / TD 17 -- no pathological findings 
(17) TS / TD 17 -- no pathological findings 
(18) TS | TD 17 -- no pathological findings 
(19) TS | TD 17 -- no pathological findings 
(20) TS | TD 17 -- no pathological findings 
(21) TS] TD 17 -- no pathological findings 
(22) TS | TD 17 -- no pathological findings 
(23) TS | TD 17 -- no pathological findings 
(4) TS | TD 17 -- no pathological findings 
(25) TS / TD 17 -- no pathological findings 


Recovery sacrifice 


(26) RS / TD 38 -- no pathological findings 

(27) RS TD 38 -- no pathological findings 

(28) RS / TD 38 -- no pathological findings 

(29) RS | TD 38 -- no pathological findings 

(30) RS / TD 38 -- no pathological findings 
TD test day 


TS terminal sacrifice 
RS recovery sacrifice 


FDA-CBER-2021-5683-0767004 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1287 (b) (4) 


Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 

Females 


Group 2: 30 yg BNT162al/animal, i.m. 


Terminal sacrifice 


(46) T$ | TD 17 External observation: injection site | thickened 
Injection site I: muscles indurated 
Spleen: enlarged 
(47) Т5 | TD 17 Injection site 1: i ndurated 
(48 Т5 / TD 17 Injection site 1: indurated 
Spleen: enlarged 
(49) T$ | TD 17 External observation: injection site | incrusted 
Injection site I: muscle thickened, indurated 
(50 Т5 / TD 17 Injection site 1: muscle thickened, indurated 
(51) TS / TD 17 Uterus: dilated 
Injection site I: i ndurated 
(52) Т5 | TD 17 Injection site 1: muscle thickened, indurated 
Spleen: enlarged 
(53) T$ | TD 17 External observation: injection site | thickened 
skin incrusted 
Injection site I: muscles indurated 
Lymph node (iliac): enlarged 
TD test day l: left 
TS terminal sacrifice ПІ: right 


FDA-CBER-2021-5683-0767005 


090177e194f4cf37 Approved Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 


1288 


Amendment No. 1 to Final Report 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 


Ani mal Day of 
no, sacrifice 


Group 2: 30 yg BNT162aljanimal, i.m. 


Terminal sacrifice 


(54) TS/ TD17 


(55) TS | TD 17 


Recovery sacrifice 
(56) RS / TD 38 
(57) RS TD 38 
(58) А5 / TD 38 
(59) RS / TD 38 


(60) А5 TD 38 


TD test day 


External observation: 


Injection site I: 


Spl een: 


External observation: 


Injection site I: 


TS terminal sacrifice 
RS recovery sacrifice 


Macroscopic Post Mortem Findings Rat 
Affected Fi ndi ngs 
organs 
Females 


injection site | thickened 
muscles indurated 

enlarged 

injection site | thickened 


muscles indurated 


= 


о pathological findings 


= 


о pathological findings 


= 


0 pathological findings 


= 


о pathological findings 


= 


0 pathological findings 


l: left 
ПІ: right 


FDA-CBER-2021-5683-0767006 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1289 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 
TABLE 13 Macroscopic Post Mortem Findings Rat 


Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 


Females 


Group 3: 10 yg BNT162al/animal, i.m. 


Terminal sacrifice 


(76) | TS | TD 17 -- no pathological findings 
(1) TS | TD 17 -- no pathological findings 
(78) Т5 | TD 17 Injection site 1: i ndurated 
(79) TS | TD 17 Injection site 1: indurated 
Spleen: enlarged 
Uterus: dilated, filled with clear 
liquid 
Adrenal glands: enlarged 
(80) TS | TD 17 Injection site I: muscle indurated 
(81) Т5 / TD 17 Injection site 1: indurated 
(82) Т5 | TD 17 Injection site 1: i ndurated 
Uterus: dilated, filled with clear 
liquid 
(83) T$ | TD 17 Injection site 1: i ndurated 
Spl een: enlarged 
Uterus: dilated, filled with clear 
liquid 
Lymph node (iliac): enlarged 
TD test day l: left 
TS terminal sacrifice ПІ: right 


FDA-CBER-2021-5683-0767007 


Report No. 38166 1290 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved Approved On: 18-Sep-2020 13:38 (GMT) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 

Females 


Group 3: 10 pg BNT162al/animal, i.m. 


Terminal sacrifice 


(84) TS | TD 17 External observation: injection site | enlarged 
Injection site 1: enlarged 
Lymph node (iliac): enlarged 

(85) TS / TD 17 Injection site 1: thi ckened 
Lymph node (iliac): enlarged 


Recovery sacrifice 


(86) А5 / TD 38 -- 


= 


о pathological findings 


(87) RS / TD 38 -- 


= 


о pathological findings 


= 


(88) RS / TD 38 -- 0 pathological findings 


(89) А5 / TD 38 -- 


= 


0 pathological findings 


(90) RS TD 38 -- 


= 


0 pathological findings 


TD test day 
RS recovery sacrifice 


FDA-CBER-2021-5683-0767008 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1291 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Females 
Group 4: 30 yg BNT162b1/ animal, i.m. 
Terminal sacrifice 
(106) Т5 / TD 17 Injection site 1: i ndurated 
(107) TS | TD 17 -- no pathological findings 
(108) TS | TD 17 Injection site 1: muscle indurated, thickened 
(109) Т5 / TD 17 Uterus: dilated 
Lymph node (iliac): enlarged 
(110) TS] TD 17 Injection site 1: indurated 
Lymph node (iliac): enlarged 
(111) TS] TD 17 Spl een: enlarged 
(112) TS] TD 17 Injection site 1: i ndurated 
Lymph node (iliac): enlarged 
(113) TS | TD 17 Lymph node (iliac): enlarged 
(114) Т5 / TD 17 Injection site 1: i ndurated 
(115) TS / TD 17 Injection site 1: indurated 
TD test day l: left 
TS terminal sacrifice ll: right 
RS recovery sacrifice 


FDA-CBER-2021-5683-0767009 


090177e194f4cf37\Approved\Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 
Amendment No. 1 to Final Report 


1292 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Females 
Group 4: 30 yg BNT162b1/ animal, i.m. 
Recovery sacrifice 
(116) RS / TD 38 Uterus: dilated, filled with clear 
liquid 
(117) RS / TD 38 Lymph node (iliac): enlarged 
(118) RS / TD 38 -- no pathological findings 
(119) RS / TD 38 -- no pathological findings 
(120) RS | TD 38 -- no pathological findings 
TD test day l: left 
TS terminal sacrifice ПІ: right 
RS recovery sacrifice 


FDA-CBER-2021-5683-0767010 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 
Amendment No. 1 to Final Report 


1293 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


Macroscopic Post Mortem Findings 


TABLE 13 
Ani mal Day of Affected 
no, sacrifice organs 
Females 
Group 5: 100 yg BNT162bl[animal, i.m. 
Terminal sacrifice 
(136) TS | TD 17 Spl een: 
(137) TS] TD 17 Injection site I: 
Spl een: 
Lymph node (iliac): 
(138) TS] TD 17 External observation: 
Injection site ІНІ: 
Lymph node (iliac): 
(139) Т5 / TD 17 Injection site ІНІ: 
Lymph node (iliac): 
Spl een: 
(140) Т5 / TD 17 Injection site ІНІ: 
Spleen: 
Lymph node (iliac): 
(141) TS] TD 17 Lymph node (iliac): 
Spl een: 
TD test day 
TS terminal sacrifice 


Findings 


enlarged 


Rat 


muscles indurated 


enlarged 


enlarged 


injection site ІНІ thickened 


muscles indurated 


enlarged 


indurated 


enlarged 


enlarged 


thickened 


enlarged 


enlarged 


enlarged 


enlarged 


left 
right 


FDA-CBER-2021-5683-0767011 


090177e194f4cf37 Approved Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 


1294 


Amendment No. 1 to Final Report 


(b) (4) 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 


Ani mal Day of 
no, sacrifice 


Macroscopic Post Mortem Findings 


Affected 
organs 


Females 


Group 5: 100 yg BNT162bl[animal, i.m. 


Terminal sacrifice 


(142) TS] TD 17 


(143) TS / TD 17 


(144) 1S / TD 17 


(145) TS / TD 17 


Recovery sacrifice 


(146) RS / TD 38 


(147) RS / TD 38 


(148) RS / TD 38 
(149) RS / TD 38 


(150) RS / TD 38 


TD test day 


Injection site ІНІ: 


Sciatic nerve (left): 


Spleen: 


Lymph node (iliac): 


Injection site I: 


Lymph node (iliac): 


Lymph node (iliac): 


Spleen: 


Uterus: 


Lymph node (iliac): 


Lymph node (iliac): 


TS terminal sacrifice 
RS recovery sacrifice 


Fi ndi ngs 


thi ckened 


Rat 


adhered to injection site 


enlarged 
enlarged 
i ndurated 


enlarged 


enlarged 


enlarged 


no pathological findings 


dilated, filled with clear 


liquid 


no pathological findings 


enlarged 


enlarged 


FDA-CBER-2021-5683-0767012 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1295 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


TABLE 13 Macroscopic Post Mortem Findings Rat 
Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 
Femal es 
Group 6: 30 yg BNT162cl/animal, i.m. 
Terminal sacrifice 
(166) Т5 | TD 10 External observation: injection site | thickened 
Injection site I: thickened 
(167) Т5 | TD 10 External observation: injection site | thickened 
Injection site I: muscle indurated 
(168) Т5 | TD 10 External observation: injection site | thickened 
Injection site I: muscle indurated 
Spleen: enlarged 
(169) Т5 | TD 10 External observation: injection site | thickened 
Injection site I: i ndurated 
Lymph node (iliac): enlarged 
(170) TS | TD 10 External observation: injection site | thickened 
Injection site I: i ndurated 
(1731) TS / TD 10 Injection site 1: muscle indurated 
(172) TS / TD 10 External observation: injection site | thickened 
Injection site I: muscle indurated 
TD test day l: left 
TS terminal sacrifice ПІ: right 


FDA-CBER-2021-5683-0767013 


090177e194f4cf37 Approved Approved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1296 (b) (4) 
Amendment No. 1 to Final Report 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 
TABLE 13 Macroscopic Post Mortem Findings Rat 


Ani mal Day of Affected Fi ndi ngs 
no, sacrifice organs 


Females 


Group 6: 30 yg BNT162cl/animal, i.m. 


Terminal sacrifice 


(173) TS / TD 10 External observation: injection site | thickened 
incrusted 
Injection site I: muscle indurated 
(174) Т5 / TD 10 External observation: injection site | thickened 
Injection site I: muscle indurated 
Lymph node (iliac): enlarged 
(175) TS / TD 10 External observation: injection site | thickened 
Injection site I: muscle indurated 


Recovery sacrifice 


(176) R$] TD 31 -- 
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0 pathological findings 


(177) RS / TD 31 -- 
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о pathological findings 


(178) RS / TD 31 -- 
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о pathological findings 


(179) RS / TD 31 -- 
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0 pathological findings 


(180) А5 / TD 31 -- 
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0 pathological findings 


TD test day І: left 
TS terminal sacrifice ll: right 
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Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


Macroscopic Post Mortem Findings 


TABLE 13 
Ani mal Day of Affected 
no, sacrifice organs 
Females 
Group 7: 100 yg BNT162b2/animal, i.m. 
Terminal sacrifice 
(196) Т5 | TD 17 Injection site I: 
Spl een: 
(197) TS] TD 17 External observation: 
Injection site I: 
Lymph node (iliac): 
Spl een: 
(198) Т5 | TD 17 Injection site I: 
(199) TS / TD 17 Injection site ІНІ: 
Spleen: 
Uterus: 
Lymph node (iliac): 
(200) TS | TD 17 Lymph node (iliac): 
Injection site I: 
(201) TS / TD 17 Injection site ІНІ: 
Sciatic nerve (left): 
TD test day 
TS terminal sacrifice 
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thickened 


enlarged 


Rat 


injection site | thickened 


muscle jellied, adhered to 
sciatic nerve and bone 


enlarged 


enlarged 


indurated 


indurated 


enlarged 


dilated, filled with clear 
liquid 


enlarged 


enlarged 


indurated 


indurated 


adhered to injection site 


left 
right 
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TABLE 13 
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no. 


Three LNP-Formulated RNA Platforms Encoding for Viral Proteins 


Day of 
sacrifice 


Macroscopic Post Mortem Findings 


Affected 
organs 


Females 


Group 7: 
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(203] 


(204) 


(205) 
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Sciatic nerve (left): 
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Lymph node 


Lymph node 


Lymph node 
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Fi ndi ngs 


i ndurated 


enlarged 


enlarged 
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i ndurated 


enlarged 


enlarged 


i ndurated 


Rat 


adhered to injection site 
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enlarged 


no pathological findings 


enlarged 


no pathological findings 
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| eft 
right 
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(uel) 
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1005 d = ,, 3jeuung 9 e^ouy ж (uu) 8]5ә1 ale L "n 
60'0 > d=, ‘youung 9 e^ouy я (yel) suse | ale L "n 
1005 d = ,, 3euung 9 e^ouy 4% (уби) siuÁpipid3 ale L Д 
1005 d = x, 3ieuung 9 e^ouy T (yel) siuApipid3 Sle L Д) 
с005 d =, 3ieuung 9 e^ouy i (yel) рив|е) 'ueupy ale 1 Д 
10:05 d = ,, 3euung 9 e^ouy А (1461) вішірірібз ale 6 Д 
80'0 > d =, 3euung 9 e^ouy И (јој) siuApipid3 ale 6 Д 
с0'0 > d =, 3jeuunq 9 e^ouy У (бы) риејо 'џелру ајеу 6 Д 
900 > d=, :(yuey)euung 9 e^ouy i (1461) вішірірібз ајеу Y М 
LOO > 8 = x :(yuey)yeuung 9 e^ouy Ра (1461) stuÁpipid3 ale с М 
1005 d = x :órues)neuung % eouy m (јој) siuApipid3 Sle с Д) 
1005 d = „x 3euunq 9 e^ouy 55 (ybu) 5059 | aJe 2 М 
LOO > d = „, :(yuey)yeuung % e^ouy " (yel) suse | sie 2 М 
LOO > d = ,, :(yuey)yeuung % e^ouy ES (чби) siuÁpipid3 ЕДЕ 2 М 
1005 d = „ 3ieuung  e^ouy 5 ше ale 2 Д 
1005 d = ,, :(yuey)yeuung 9 елоцу m (уби) pue|g 'џелруу ЕДЕ 2 ii 
1005 d = „ 3euung 9 елошу % (yel) рив|е) "uepy ale 2 Д 
ічәшшо)д Әже jueuieJnseajy Хеб 010 Req ed 
STOWE рие 6ШӘШШОО 
yey Ájeuiuns - sure, ueb олђејем Ж ДЕШ: Л 
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с005 d = , 3euung % e^ouy 5 yeoH ale L "n 

с00 > d = , 3jeuunq 9 e^ouy қ (uel) Keupty ЕДЕ 6 "n 

1005 d = ,, :órues)neuung 9 eouy Ре sun] ale (4 М 

500>04-, :jeuunq 9 e^ouy У (yal) Keupty ЕДЕ 2 ii 

100 5 d = ,, (умем )деџипа 9 елоџу " yeoH ale 2 Д 
јџешшод Jaye jueuieJnseajy Хеб 010 Req ed 


лозе рие sjueuiuo? 


yey Ájeuiuns - sure, ueb олђејем Ж ДЕШ: Л 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 
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с00 5 d =, 3euung 9 елошу i snuu | әү L m 
1005 d = „ 3euung 9 елошу ші џгејдб әү L m 
1070 5 d = „ 3euung 9 елошу n џгејдб ale G Д 
1005 d = „ 3ieuung  e^ouy 5 ueeids ale у Д 
1005 d = „ 3ieuung 9 e^ouy 52 иәәй5 ale с Д 
с00 > d = , :yeuung 9 e^ouy У (yel) еајроллу | sie 2 ii 
1005 d = ,, 3euung 9 елошу " uəəjdş ale 2 Д 
јџешшод Jaye jueuieJnseajy Хеб 010 Req ed 


лозе рие sjueuiuo? 


yey Ájeuiuns - sure, ueb олђејем Ж ДЕШ: Л 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LWD) 82:21 0202-496-8| :uo релоладулрелолаа v ејорјр619211060 
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90'0 5 d = , ‘youunq  e^ouy к (yel) риејо `цәлру sen 
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с00 > dz , :yeuung 9 e^ouy А (зиәѕәш) epou цаш/Ч ојеј 
шәшшо) Janey ЧӘШӘЈПЅРӘү xeg 
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с0'05 d = , :jeuunq 9 e^ouy к shun] jews 1 М 
1005 d = „ 3jeuunq ў e^ouy Е Эл] әјешәј 1 " 
1005 d = ,, 3euung ӯ e^ouy Ж (уби) Аеиру — ejeueJ 1 Д 
с00 = d = , 3jeuung 3 e^ouy s (yel) feupy — ejeueJ 1 Д 
1005 d = „ 3jeuunq 9 e^ouy T Өлі ejeuej 8 Lb 
5070 > d = , 3jeuung 9 елоиу ^ JanJ ejeuej у Lb 
50`0 5 d =, :}euunq 9 e^ouy x sun] әјешәу € " 
100 > d = ,, :euunq 9 e^ouy re ѕбипт ejeuej А Lb 
1005 d = ,, 3euunq 9 e^ouy A Jen] jew 2 Lb 
1005 d = ,, :(yuey)Heuunq 9 елоџу m Quu)Áeupt — Ә|Ршә- 2 Д 
1005 d = ,, дешипа ў елошу m (yel) feupy әјешәҹ E Д 
jueuuo) — JOEY jueujeinseo Хеб 10/5 Req обеда 
SIDE pue sjueuiuio?) 
yey Ájeuiuns - sure, ueb олђејем Ж ДЕШ: Л 
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1005 d = „ 3ieuung 9 e^ouy % uəəjdş ә|ршә- L m 

с00 > d = , 3jeuunq 9 e^ouy " (yel) jeg/pioAAu, _ ejeueJ 6 "n 

1005 d = ,, 3euung 9 елошу 4 useidg ә|ешә- 6 Д 

9005 d = , :(607)yeuung 9 e^ouy У (yel) леајролу|] _ ejeueJ у ii 

100 > d = „(умем )деџипа 9 елоџу " ueejds — ejeuej 2 Д 
јџешшод Jaye jueuieJnseajy Хеб 010 Req ed 


лозе рие sjueuiuo? 


yey Ájeuiuns - sure, ueb олђејем Ж ДЕШ: Л 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 
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с0'0 5 d = , 3euung 9 e^ouy Р 
00 5 d = , jeuunq 9 e^ouy д 
50°0 5 d = , 3jeuunq  e^ouy и 


jueuuo? жей 
SJEN рие Sjuauuo? 
yey КМешшпе - зјуб ем uebic eAnejes 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 


(LWD) 82:21 0202-496-8| :uo релоладулрелолаа v ејорјр619211060 


(уби) pue|g 'џелруу 
(уби) puejo "ueipy 
(уби) pue|g "ueipy 

juowenseoy 


bv) 3787] 


gjewe 
əjewəy 
əjewəy 

Хес 


CN со + 


dnog 


8€ 
8€ 


abe 


FDA-CBER-2021-5683-0767060 


1343 


Report No. 38166 


Amendment No. 1 to Final Report 


G('0 5 d = , :jeuunq  e^ouy Р ӘЛІ әјешәу 
шәшшо) = Janey ШЕШЕШЕДЕЛД хеб 


SOE рие зјџешшој) 


yey Мешшпе - зуубиед ueb әлде|әм Ж ДЕШ: Л 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' әді 
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(wq 6y/6) (wq 6/6) (wq 6y/6) (wq бу/б) (wq бу/б) (wq бу/б) уз Ма 
ШО) (ТЕ) (уби) (цә) (уби) (џај) ешие 
5459) 5459) siuÁpipid3 siuÁpipid3 риејо 'џејру риејо 'џејру (61 og 

зубом ueBuo әлдејәм :9 dnog 


aeq HEIS ој әлдејәм 0) eq әјер\ :хе5 
ey ееп |епририј - зубом UeBIO әлдејәу — z-pi 31871 
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ѕуубіәлл uebuo олђејом 


yey ejeq үепрїрц| - siue џебло әлдејәҹ 2-7) 31871 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 
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(ма бб) 
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epou цашА1 
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ееп |епрілірш - зубіәлл џебло әлдејәҹ 


ѕиә}ола јелу 10) вирооџе зшојеја УМУ 
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(ма буб) (ма 6y/6) (ма бу/б) (ма бу/б) АЛИ: 
(yel) јешџе 
"Jeg/poJÁu | snuÁu | ueejds Меупуа /6r oe 
siuBieM ueo олђеје :9 бполс) 


ejeq Hes ој әлдејәм 0} Aeg  ejeueJ:xeg 
yey ejeq |епрілірш - ѕзубіәлл џебло әлдејәу — Z-PL 318v. 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 
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TN OTTO OM COD C 
= 


(wq 6y/6) (ма 6y/6) (ма 6y/6) (ма 6y/6) (ма 6y/6) (ма 6y/6) 
(уби) (uel) (уби) (јој) (ybu) (uel) 
5159 | 5159 | siuÁpipid3 siuÁpipid3 риејо) "uepy риејо) "uepy (04001) 
зубом ueBuo әлдејәм гр dnog 


aeq HEIS ој әлдејәм 2) eq әјер\ хеб 
ey ееп |епририј - зубом UeBIO әлдејәу — z-pi 31871 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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(wq 6y/6) (wq 6y/6) (wq 6y/6) (wq бу/б) (wq бу/б) (wq бу/б) |82914 
ШО) (ТЕ) (уби) (ye!) (уби) (yal) ешие 
5]5Ә 1 5]5Ә 1 siuÁpipid3 siuÁpipid3 риејо 'џејру риејо 'џејру [61 og 

зубом ueBuo әлдејәм 2 дподо) 


aeq HEIS ој әлдејәм / eq әјер\ :хе5 
ey ееп |епририј - зубом UeBIO әлдејәу — z-pi 31871 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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(wq 6y/6) (wq 6/6) (wq 6y/6) (wq бу/б) (wq бу/б) (wq бу/б) ШЕЛ: 
(би) (ТЕ) (уби) (цә) (уби) (џај) ешие 
5]5Ә 1 5]5Ә 1 siuÁpipid3 siuÁpipid3 риејо 'џејру риејо 'џејру 101 0), 

зубом ueBuo әлдејәм :2 дподо) 


aeq HEIS ој әлдејәм Z| eq әјер\ :хе5 
ey ееп |епририј - зубом UeBIO әлдејәу — z-pi 31871 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 
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(wq 6y/6) (wq 6/6) (ма 6y/6) (wq бу/б) (ма 6y/6) (ма 83/6) |409/1М4 
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Amendment No. 1 to Final Report 


(ма бб) 
(зиәѕәш) 
epou цашА1 


(ма 65/6) 
(‘A199) 
epou цашА1 


(ма 6y/6) 


sbun] 


(ма 6y/6) 


Әл] 


Ы 


ѕуубіәлл ueBIC олђејом 


ееп Іепрулри - јубіәлл UeBIC әлдејәҹ 


ѕиә}ола јелу 10) вирооџе зшојеја УМУ 


pejejnuuo J-dN'1 29141 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


Сї 3187] 


aeq џеј5 ој әлдејәм Z| Keq 


1929) 1Ма 
jewlue 


би 06 
гр dnog 


Ә|Ршә- :xeg 


FDA-CBER-2021-5683-0767095 
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Report No. 38166 
Amendment No. 1 to Final Report 


(ма бб) 
(зиәѕәш) 
epou цашА1 


(wq 65/6) 
(‘A199) 
epou ydw] 


(ма 6y/6) 


sbun] 


(ма 6y/6) 


Әл] 


Ы 


ѕуубіәлл ueBIC олђејом 


ееп |епрілірш - јубіәлл џебло әлдејәҹ 


ѕиә}ола јелу 10) вирооџе зшојеја УМУ 


pejejnuuo J-dN'1 29141 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


Сї 3187] 


aeq џеј5 0} әлдејәм Z| Keq 


(4091158 
jewlue 


[61 00) 
:с dnoJc) 


Ә|Ршә- :xeg 


FDA-CBER-2021-5683-0767096 
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Report No. 38166 
Amendment No. 1 to Final Report 


(ма бб) 
(зиәѕәш) 
epou цашА1 


(м'а 65/6) 
(‘A199) 
epou ydw] 


(ма 6y/6) 


sbun] 


(ма 53/6) 


Әл] 


Ы 


ѕуубіәлл ueBIC олђејом 


ееп |епрілірш - јубіәлл џебло әлдејәҹ 


ѕиә}ола јелу 10) вирооџе зшојеја УМУ 


pejejnuuo J-dN'1 29141 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


Сї 3187] 


aeq џеј5 0} әлдејәм Z| Keq 


9429) 1Ма 
jewlue 


[61 00) 
7 dnog 


ојеше“ :xeg 


FDA-CBER-2021-5683-0767097 


1380 


Report No. 38166 


Amendment No. 1 to Final Report 


yey 


(ма бууй) 
(јој) 
"Jeg/pioJÁU | 


(ма 53/6) 


snuÁu | 


(ма 6y/6) (ма 53/6) 


ueejds ӘТІР 


зубом џебло entere 


ееп Іепрулри - јубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 0202-д95-81 :uo релолааулрелолаа ул /ејорју6|9211060 


ejeq Hes ој әлдејәм Z| :Aeq әүешә- :хес 


Сс?) 3187] 


FDA-CBER-2021-5683-0767098 


1381 


Amendment No. 1 to Final Report 


Report No. 38166 


(ма буб) (ма бу/б) (ма бу/б) (wq бу/б) АШИ: 
(yel) јешџе 
"Jeg/ptoJÁu | snuÁu | ueejds Меупуа 161 oe 
ѕуубәлд ueo олђеје :2 dnous 


әјеа Мејс ој әлдејәм Z| Aeg  ejeueJ:xeg 
yey ejeq |епрілірш ~ ѕзубіәлл ueso әлдејәу — Z-PL 318v. 


5шә}олд јелу 10) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' зец. 


(LIN) 82:21 020с-095-8 1 :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0767099 


1382 


Report No. 38166 


Amendment No. 1 to Final Report 


Ы 


(ма 6y/6) 
(јој) 
"Jeg/pioJÁU | 


(ма 6y/6) (ма 6y/6) 


snuÁu | ueejds 


(ма бу/б) АЛИ: 
јешџе 
Мета [Bri 0), 


зубом џебло entere 


“с dnog 


әјеа Мејс ој әлдејәм Z| :Aeq әүешә- :хес 


ejeq јепримру! - зубом џебло әлдејәҹ Z-Y} 318v 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0767100 


1383 


Report No. 38166 


Amendment No. 1 to Final Report 


JE 


(ма 6y/6) 
(јој) 
"Jeg/pioJÁU L 


(ма 53/6) (ма бу/б) 


snuÁu | ueejds 


(ма 6y/6) /429) LNE 
јешџе 


Мета [Bri oc 


зубом џебло entere 


гр dnog 


ejeq реј ој әлдејәм Z| :Aeq әүешә- :хес 


ejeq јепримру! - siue џебло әлдејәҹ Z-Y} 318v 


5шә}олд јелу 40) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' 28141 


(LWD) 82:21 0202-д95-8 | :uo релоладулрелолдаа y ејорјр619211060 


FDA-CBER-2021-5683-0767101 


1384 


Amendment No. 1 to Final Report 


Report No. 38166 


(wq 656) (wq 6/6) ШУ) (ма 65/6) |409/1М4 
(yel) јешџе 
"JedjpioJÁu | 5ПШАЦ uee|ds Меупуа [bri 00) 
ѕуубәлд uel әліе|әм :с dnoJc) 


ejeq Мејс ој әлдејәм Z| Aeg әүешә- :хес 
yey ejeq |епрілірш - ѕзубіәлл ueso елјајен — Z-PL 318v. 


5шә}олд јелу 40) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' 28141 


(LWD) 82:21 0202-д95-8 | :uo релоладулрелолдаа y ејорјр619211060 


FDA-CBER-2021-5683-0767102 


1385 


Amendment No. 1 to Final Report 


Report No. 38166 


(wq 8/6) (wq 6/6) (ма 65/6) ШУ) 2929) 1Ма 
(yel) јешџе 
`лед/ро14ц | 5ПШАЦ иәә|46 Меупуа [bri 00) 
ѕуубәлд uel әліе|әм 7 dnog 


ejeq Hes ој әлдејәм Z| Aeg  ejeueJ:xeg 
yey ejeq |епрілірш - siy&rew, ueso әлдејәу =. Z-PL 318v. 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767103 


1386 


Amendment No. 1 to Final Report 


Report No. 38166 


(wq 6y/6) (wq 6y/6) (wq 6y/6) (wq бу/б) (wq бу/б) (wq 6y/6) уз Ма 
(би) (ТЕ) (уби) (цә) (уби) (џај) jewlue 
5]5Ә 1 5]5Ә 1 siuÁpipid3 siuÁpipid3 риејо 'џејру риејо 'џејру (61 og 

зубом ueBuo әлдејәм :9 dnog 


aeq HEIS ој әлдејәм LE Keq әјер\ :xes 


Ы ejeq үепрїрц| - siue џебло әлдејәҹ 2-7) 318v 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767104 


1387 


Report No. 38166 


Amendment No. 1 to Final Report 


(ма буй) 
(1ueseu) 
epou ydw] 


(ма бб) 
(‘A199) 
epou udui] 


(ма 6y/6) 


Әл 


(ма 6y/6) 
(уби) 
Кәшрім 


Ы 


зубом uel әлдејәм 


ееп |епрілірш - зубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq uelis ој елдејем Le Keq 


291139 
јешшџе 
би 06 

:9 (поле) 


eje, :xeg 


FDA-CBER-2021-5683-0767105 
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Report No. 38166 


Amendment No. 1 to Final Report 


(wq 6/6) 
(јој) 


"Jeg/pioJÁU | 


(ма 6y/6) 


snwAy | 


(ма 53/6) 


џегјас 


(ма бу/б) 
рие 
9jejsolq 


(ма 53/6) 


Меупуа 


JE 


ееп Іепрулри - јубіәлл џебло әлдејәҹ 


зубом ueBuo Aney 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сс?) 3187] 


aeq uelis ој елдејем Le Keq 


199, 1Ма 
jewlue 


би 06 
:9 (поле) 


eje, :xeg 


FDA-CBER-2021-5683-0767106 


1389 


Report No. 38166 


Amendment No. 1 to Final Report 


(wq 6y/6) (ма 53/6) (ма 65/6) (ма 6y/6) [291139 
(yal) (уби) (yal) гше 
Мело шея рџеје) 'џелруу рџеје) 'џелруу (61 og 


yey 


ѕуубіәлл uebuo олђејом :9 dnoJc) 


əjeq Hes ој әлдејәм [e :Aeq әүешә- :хес 
ejeq үепрмри| - ѕзубіәлл ueso елјајен — Z-PL 318v. 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767107 


1390 


Report No. 38166 


Amendment No. 1 to Final Report 


(ма бб) 
(зиәѕәш) 
epou цашА1 


(мса 65/6) 
(‘A199) 
epou ydw] 


(ма 6y/6) 


sbun] 


(ма 6y/6) 


Әл] 


Ы 


ѕуубіәлл ueBIC олђејом 


ееп |епрілірш - јубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq ueig о} елдејем Le Keq 


291139 
jewiue 
ІБІ 06 

:9 dnog 


Ә|Ршә- :xeg 


FDA-CBER-2021-5683-0767108 
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Report No. 38166 


Amendment No. 1 to Final Report 


Ы 


(ма 6y/6) 
(јој) 
"Jeg/pioJÁU | 


(ма 53/6) (ма бу/б) 


snuÁu | ueejds 


(ма 6y/6) [291139 
jewiue 
Меупуа (61 де 


зјубејм џебло entere 


:9 dnog 


ejeq Hes ој әлдејәм [e :Aeq әүешә- :хес 


ejeq үепрїрц| - siue џебло әлдејәҹ Z-Y} 318v 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767109 


1392 


Amendment No. 1 to Final Report 


Report No. 38166 


(ма 6y/6) (ма 6y/6) (ма 8/6) (ма 6y/6) (ма бу/б) (ма 6y/6) 
(уби) (uel) (уби) (јој) (ybu) (uel) 
5159 | 5159 | siuÁpipid3 siuÁpipid3 риејо) "uepy риејо) "uepy 

зубом ueBuo әлдејәм 


aeq HEIS ој әлдејәм ge eq — eje :xes 
ey ееп |епририј - зубом UeBIO әлдејәу — z-pi 31871 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767110 


1393 


Amendment No. 1 to Final Report 


Report No. 38166 


(wq 6y/6) (wq 6/6) (wq 6y/6) (wq бу/б) (wq бу/б) (wq бу/б) Ļez9L LNE 
(би) (ТЕ) (уби) (цә) (уби) (џај) ешие 
5]5Ә 1 5]5Ә 1 siuÁpipid3 siuÁpipid3 риејо 'џејру риејо 'џејру [61 og 

зубом ueBuo әлдејәм 2 дподо) 


aeq HEIS ој әлдејәм ge eq eje :хе5 


Ы ejeq үепрїрц| - siue џебло әлдејәҹ 2-7) 318v 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767111 


1394 


Amendment No. 1 to Final Report 


Report No. 38166 


(wq 6y/6) (wq 6y/6) (wq 6y/6) (wq бу/б) (wq 6y/6) (wq бу/б) ;ес911М9 
ШО) (ТЕ) (уби) (цә) (уби) (џај) ешие 
5459) 5459) siuÁpipid3 siuÁpipid3 риејо 'џејру риејо 'џејру 101 0), 

зубом ueBuo әлдејәм :2 дподо) 


aeq HEIS ој әлдејәм ge eq eje :хе5 
ey ееп |епририј - зубом UeBIO әлдејәу — z-pi 31871 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767112 


1395 


Amendment No. 1 to Final Report 


Report No. 38166 


(wq 6y/6) (wq 6/6) (ма 6y/6) (wq бу/б) (wq 6y/6) (ма 3/6) |409/1М4 
ШО) (ТЕ) (уби) (ye!) (уби) (џај) jewlue 
5]5Ә 1 5]5Ә 1 siuÁpipid3 siuÁpipid3 риејо 'џејру риејо 'џејру /8п 06 

зубом ueBuo әлдејәм гр dnog 


aeq HEIS ој әлдејәм ge eq eje :хе5 


Ы ejeq үепрїрц| - siue џебло әлдејәҹ 2-7) 318v 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767113 


1396 


Amendment No. 1 to Final Report 


Report No. 38166 


(wq 6y/6) (wq 6y/6) (ма 6y/6) (wq бу/б) (ма 6y/6) (ма 83/6) |409/1М4 
ШО) (ТЕ) (уби) (цә) (уби) (џај) jewlue 
5459) 5459) siuÁpipid3 siuÁpipid3 риејо 'џејру риејо 'џејру /8п 00} 

зубом ueBuo әлдејәм :6 дподо) 


aeq HEIS ој әлдејәм ge eq eje, :xes 
ey ееп |епририј - зубом UeBIO әлдејәу — z-pi 31871 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767114 


1397 


Amendment No. 1 to Final Report 


Report No. 38166 


(wq 6y/6) (wq 6y/6) (wq 6y/6) (wq бу/б) (wq 6y/6) ШУ) 2929) 1Ма 
(би) (ТЕ) (уби) (цә) (уби) (џај) jewlue 
5]5Ә 1 5]5Ә 1 siuÁpipid3 siuÁpipid3 риејо 'џејру риејо 'џејру /8п 00), 

зубом ueBuo әлдејәм 7 dnos 


aeq HEIS ој әлдејәм ge eq eje :xes 
ey ееп |епририј - зубом UeBIO әлдејәу — z-pi 31871 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767115 


1398 


Amendment No. 1 to Final Report 


Report No. 38166 


(ма буй) (ма бб) (wq 65/6) (wq 6y/6) 
(1ueseu) (‘A199) (иби) 
epou ydw] epou udui] јаму ÁeupM 
зубом uel әлдејәм 


aeq HEIS ој әлдејәм ge eq eje :xes 
ey ееп |епририј - зубом UeBIO әлдејәу 2-р} JTGVL 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(LIN) 82:21 0202-des-8| :uo релолааулрелолаа ул £jopIP6 L9Z7 [060 


FDA-CBER-2021-5683-0767116 


1399 


Report No. 38166 


Amendment No. 1 to Final Report 


(ма 6y/6) 
(1ueseu) 
epou ydw] 


(ма бб) 
(‘A199) 
epou udui] 


(ма 6y/6) 


Әл 


(ма бу/б) 
(уби) 
Кәшрім 


Ы 


зубом uel әлдејәм 


ееп |епрілірш - зубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq ueig ој әлдејә ec Keq 


LecoLLNd 
jewiue 
[Bri 06 

2 dnog 


ӘРІ :хес 


FDA-CBER-2021-5683-0767117 


1400 


Report No. 38166 


Amendment No. 1 to Final Report 


(ма 65/6) 
(1ueseu) 
epou ydw] 


(ма бб) 
(‘A199) 
epou udui] 


(ма 6y/6) 


әл 


(ма бу/б) 
(уби) 
Кәшрім 


Ы 


зубом ueBuo әлдејәм 


ееп |епрілірш - зубіәлл UeBIC әлдејәҹ 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq uelis ој әлдејә oc Keq 


џес911М9 
jewlue 


fri 0} 
“с dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0767118 


1401 


Report No. 38166 


Amendment No. 1 to Final Report 


(ма буй) 
(1ueseu) 
epou ydw] 


(ма бб) 
(‘A199) 
epou udui] 


(ма 6y/6) 


Әл 


(ма бу/б) 
(уби) 
Кәшрім 


Ы 


зубом ueBuo әлдејәм 


ееп |епрілірш - јубіәлл џебло әлдејәҹ 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сс?) 3187] 


aeq HEIS ој әлдејә ec ‘eq 


929, (Ма 
јешшџе 
би 06 

гр dnog 


ӘРІ :xeg 
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(ма 65/6) 
(1ueseu) 
epou ydw] 


(ма бб) 
(‘A199) 
epou udui] 


(ма 53/6) 


Әл 


(ма бу/б) 
(уби) 
Кәшрім 


Ы 


зубом uel әлдејәм 


ееп |епрілірш - зубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq uelis ој әлдејә ec Keq 


1429) 1Ма 
jewlue 


[61 00) 
:с dnog 


ӘРІ :xeg 
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(ма 65/6) 
(1ueseu) 
epou ydw] 


(ма бб) 
(‘A199) 
epou udui] 


(ма 6y/6) 


Әл 


(ма бу/б) 
(уби) 
Кәшрім 


Ы 


зубом uel әлдејәм 


ееп |епрілірш - зубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сс?) 3187] 


aeq HEIS ој әлдејә ec Keq 


с9с911М9 
jewlue 


[61 00) 
7 dnog 


ӘРІ :xeg 
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ШУ?) (wq 656) (wq 65/6) (ма 65/6) ШУ) 

(yel) рџеје) 

"Jeg/ptoJÁu | snwAy | ueejds ejelsoJd Меупуа 
зубом uel Aney 


ejequejg о} әлдејәм ge Keq — eje XƏS 
ey ееп |епририј - зубом UeBIO aney — z-pi 31871 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767122 
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(wq 66) 
(јој) 


"Jeg/pioJÁU | 


(ма 6y/6) 


snwAy | 


(ма 53/6) 


џегјас 


(ма бу/б) 
рие 
9jejsolq 


(wq 53/6) 


Меупуа 


JE 


ееп Іепрулри - јубіәлл џебло әлдејәҹ 


зубом ueBuo Aney 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сс?) 3187] 


aeq uelis ој әлдејә ec Keq 


LecoLLNd 
jewiue 
[Bri 06 

2 dnog 


ӘРІ :хес 
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1406 


Report No. 38166 


Amendment No. 1 to Final Report 


(wq 6/6) 
(јој) 


"Jeg/pioJÁU | 


(ма 6y/6) 


snwAy | 


(ма 53/6) 


ueejds 


(ма 6y/6) 
рие 
9jejsolq 


(ма 53/6) 


Меупуа 


JE 


ееп |епрілірш ~ јубіәлл UeBIC әлдејәҹ 


зубом UBIO Aney 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq uelis ој әлдејә ec Keq 


LecolLLNd 
jewiue 
fri 0} 

“с dnog 


ӘРІ :xeg 
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(wq 66) 
(јој) 


"Jeg/pioJÁU | 


(ма 6y/6) 


snwAy | 


(ма 53/6) 


uee|ds 


(ма бу/б) 
рие 
9jejsolq 


(ма 53/6) 


Меупуа 


JE 


ееп |епрілірш ~ јубіәлл UeBIC әлдејәҹ 


зубом uel Aney 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq uelis ој әлдејә ec Keq 


529458 
jewlue 


би 06 
гр dnog 


ӘРІ :xeg 
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(wq 66) 
(јој) 


"Jeg/pioJÁU | 


(ма 6y/6) 


snwAy | 


(ма 53/6) 


џегјас 


(ма бу/б) 
рие 
9jejsolq 


(ма 53/6) 


Меупуа 


JE 


ееп Іепрулри - јубіәлл џебло әлдејәҹ 


зубом ueBuo Aney 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сс?) 3187] 


aeq uelis ој елдејем ec ‘eq 


1429) 1Ма 
jewlue 


[61 00) 
:с dnog 


ӘРІ :xeg 
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(ма 63/6) 
(uel) 
"Jeg/pioJÁU | 


(ма 6y/6) 


snwAy | 


(ма 53/6) 


uee|ds 


(ма бу/б) 
рие 
9jejsolq 


(ма 53/6) 


Меупуа 


JE 


ееп |епрілірш ~ јубіәлл UeBIC әлдејәҹ 


зубом uel Aney 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq uelis o әлдејә 8 ‘eq 


с9с911М9 
jewlue 


[61 00) 
7 dnog 


ӘРІ :xeg 


FDA-CBER-2021-5683-0767127 


1410 


Report No. 38166 


Amendment No. 1 to Final Report 


(ма 6y/6) 
(јој) 
Мело 


(ма 53/6) 


шея 


(ла бу/б) (ла 6y/6) 
(чби) (yel) 


риејә "uepy риејә ‘uaipy 


Ы 


ѕуубіәлл џебло олђејом 


ееп Іепрулри - јубіәлл UeBIC әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


aeq ueig 0} елдејем 8E ‘eq 
2-7) 318У1 


əjewəy :xeg 
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(ма 6y/6) (ма 53/6) (ма 6y/6) (ма 6y/6) Ļez9L LNE 
(yal) (уби) (yal) шие 
Мело шея рџеје) 'џелруу рџеје) 'џелруу (61 og 


yey 


ѕуубіәлл uebuo олђејом 2 dnog 


әјеа Hes ој әлдејәм ge :Aeq әүешә- :хес 
ejeq үепрмри| - ѕзубіәлл ueso елјајен — Z-PL 318v. 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767129 
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(ма 6y/6) (ма 6y/6) (ма бу/б) (ма 6y/6) Ļez9L LNE 
(yal) (уби) (yal) euuue 
Мело шея рџеје) 'џелруу рџеје) 'џелруу 61 0) 


yey 


ѕуубіәлл uebuo олђејом :2 dnog 


әјеа Мејс ој әлдејәм 92:20  ejeueJ:xeg 
ejeq үепрмри| - ѕзубіәлл ueso елјајен — Z-PL 318v. 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767130 
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Amendment No. 1 to Final Report 


(ма 6y/6) (ма 53/6) (ма 6y/6) (ма 6y/6) LaZ9L LNE 
(yal) (уби) (yal) шие 
Мело шея рџеје) 'џелруу рџеје) 'џелруу (61 og 


yey 


ѕуубіәлл uebuo олђејом гр dnog 


әјеа Мејс ој әлдејәм ge :Aeq әүешә- :хес 
ejeq үепрмри| - ѕзубіәлл ueso елјајен — Z-PL 318v. 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767131 
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(ма 6/6) (ма 6y/6) (wq 6y/6) (ма 6y/6) ,9с911М9 
(yal) (уби) (yal) јеле 
Мело џеза pue|c) 'идлру рџејс) "uaupy Ібгі 00) 


Ы 


ѕуубіәлл џебло олђејом :6 dnog 


әјеа Hes ој әлдејәм ge :Aeq  ejeueJ:xeg 
ejeq үепрмри| - ѕзубіәлл ueso елјајен — Z-PL 318v. 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767132 
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(ма 6y/6) (ма 6y/6) (wq бу/б) (ма 6y/6) 2929) LNG 
(yal) (уби) (yal) шие 
Мело џеза pue|c) 'идлру рџејс) "uaupy (6100) 


yey 


ѕуубіәлл uebuo олђејом 1) dnog 


ejeq Мејс ој әлдејәм ge :Aeq әүешә- :хес 
ejeq үепрмри| - ѕзубіәлл џебло әлдејәу — 2-) 318v. 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767133 
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(ма бб) (м'а 65/6) (м'а 65/6) (лса бу/б) 

(зиәѕәш) (‘A199) 

epou цашА1 epou ydw] sbun] әл 
ѕуубіәлд џебло олђејем 


әјеа Hes ој әлдејәм ge :Aeq әүешә- :хес 
yey ejeq үепрмри| - ѕзубіәлл џебло әлдејәу =. Z-PL 318v. 


5шә}олд јелу 40) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767134 
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(ма бб) 
(зиәѕәш) 
epou цашА1 


(wq 65/6) 
(‘A199) 
epou цашА1 


(ма 6y/6) 


sbun] 


(ма 53/6) 


Әл] 


Ы 


ѕуубіәлл ueBIC олђејом 


ееп Іепрулри - јубіәлл UeBIC әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq HEIS 0} елдејем ge ‘eq 


LecoLLNd 
jewiue 
/6rl 06 

2 dnog 


əjewəy :xeg 
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(ма бб) 
(зиәѕәш) 
epou цашА1 


(м'а 65/6) 
(‘A199) 
epou ydw] 


(ма бууй) 


sbun] 


(ма 53/6) 


Әл] 


Ы 


ѕуубіәлл ueBIC олђејом 


ееп |епрілірш - јубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq ueig 0} елдејем 8E ‘eq 


Ļez9L LNE 
jewjue 
fri 0} 

“с dnog 


əjewəy :xeg 
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(ма бб) 
(зиәѕәш) 
epou цашА1 


(wq 65/6) 
(‘A199) 
epou ydw] 


(ма 6y/6) 


sbun] 


(ма 53/6) 


Әл] 


Ы 


ѕуубіәлл ueBIC олђејом 


ееп |епрілірш - јубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq HEIS 0} елдејем ge ‘eq 


429, (Ма 
јешшџе 
би 06 

гр dnog 


ојеше“ :xeg 
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(ма бб) 
(зиәѕәш) 
epou цашА1 


(м'а 65/6) 
(‘A199) 
epou ydw] 


(ма 6y/6) 


sbun] 


(ма 6y/6) 


Әл] 


Ы 


ѕуубіәлл ueBIC олђејом 


ееп |епрілірш - јубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq ueig 0} елдејем 8E ‘eq 


529158 
jewlue 


[61 00) 
:с dnoJc) 


ојеше“ :xeg 
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(ма бб) 
(зиәѕәш) 
epou цашА1 


(м'а 65/6) 
(‘A199) 
epou ydw] 


(ма 6y/6) 


sbun] 


(ма 53/6) 


Әл] 


Ы 


ѕуубіәлл ueBIC олђејом 


ееп |епрілірш - јубіәлл џебло әлдејәҹ 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


Сї 3187] 


aeq HEIS 0} елдејем ge ‘eq 


с9с911М9 
jewlue 


[61 00) 
7 dnog 


ојеше“ :xeg 
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JE 


(ма 5/6) 
(јој) 
"Jeg/pioJÁU | 


(ма 53/6) 


snuÁu | 


(ма бу/б) (ма 53/6) 


ueejds Меупуа 


ѕуцбіәлд џебло entere 


ееп |епрілірш - зјубнодд џебло әлдејәҹ 


5шә}олд јелу 10) Buipooue зшопеја YNY 
pejejnuuoJ-qN' 28141 


(LWD) 82:21 0202-д95-8 | :uo релоладулрелолдаа y ејорјр619211060 


ejeq Мејс ој әлдејәм ge :Aeq әүешә- :хес 


Сї 3187] 
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yey 


(ма 6y/6) 
(јој) 
"Jeg/pioJÁU | 


(ма 53/6) (ма бу/б) 


snuÁu | ueejds 


(ма 53/6) Ļez9L LNE 
јешше 
Меупуа П og 


зубом џебло entere 


2 dnog 


ejeq Hes ој әлдејәм ge :Aeq әүешә- :хес 


ejeq јепримру! - зуубеед џебло әлдејәҹ Z-Y} 318v 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' зец. 


(LWD) 82:21 0202-495-8 | :uo релоладулрелолаа v €JOvIT6 L97.7 1060 
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Ы 


(ма 6y/6) 
(јој) 
"Jeg/pioJÁU | 


(ма 6y/6) (ма бу/б) 


snuÁu | ueejds 


(ма 53/6) Ļez9L LNE 
јешше 
Меупуа 610 


зјубејм џебло entere 


“с dnog 


ejeq Мејс ој әлдејәм ge :Aeq әүешә- :хес 


ejeq јепримру! - siue џебло әлдејәҹ Z-Y} I19YL 


5шә}олд јелу лој Buipooue зшопеја YNY 
pejejnuuoJ-qN' 38141 


(мо) 86:61. 0202-495-8| :uo релоладулрелолаа y Є}әф}у6 L977 1060 


FDA-CBER-2021-5683-0767142 
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JE 


(ма 6y/6) 
(јој) 
"Jeg/pioJÁU | 


(ма 53/6) (ма бу/б) 


snuÁu | ueejds 


(ма 53/6) LaZ9L LNE 
јешџе 


Мета [Bri oc 


зјубем џебло әлдејәу 


гр dnog 


ejeq Hes ој әлдејәм ge :Aeq әүешә- :хес 


ejeq јепримру! - sube џебло әлдејәҹ 2-7) 318v 


5шә}олд јелу 40) Buipooue ѕишоде|ч YNY 
pejejnuuoJ-qN' 28141 


(LWD) 82:21 0202-д95-8 | :uo релоладулрелолдаа y ејорјр619211060 
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Ы 


(ма 6y/6) 
(јој) 
"Jeg/pioJÁU | 


(ма 6y/6) (ма бу/б) 


snuÁu | ueejds 


(ма 53/6) /429) LNE 
јешџе 


Мета [Bri 00) 


зјубејм џебло entere 


:с dnoJc) 


ejeq Мејс ој әлдејәм ge :Aeq әүешә- :хес 
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AUTHENTICATION 


The undersigned hereby declares that the histopathology data in this report were 
compiled by him, and that they reflect accurately the primary data records. 
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2 June 2020 
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PRINCIPAL SECTION 


METHODS 


Group design for the histopathological evaluation 


Text table 1: Group size and dose levels for the histopathological evaluation 


Number and Animal no. 
sex of 
animals 
М5+ RP 


Dose level 
[ug/animal] 
(Test item / Control) 


0 
(Buffer) 
Control 


30 
(LNP uRNA RBD) 
BNT162a1 


10 
(LNP uRNA RBD) 
BNT162a1 


30 
(LNP modRNA RBD) 
BNT162b1 


100 
(LNP modRNA RBD) 
BNT162b1 


30 
(LNP saRNA RBD) 
BNT162c1 


100 
(LNP modRNA 5р2) 
BNT162b2 


1-10 11-15 
16 - 25 26 - 30 


31 - 40 41 - 45 
46 - 55 56 - 60 


61 - 70 71-75 
76 - 85 86 - 90 


91 - 100 101 - 105 
106-115 116- 120 


121 - 130 131 - 135 
136 - 145 146 - 150 


151 - 160 161 - 165 
166 - 175 176 - 180 


181 - 190 191 - 195 
196 - 205 206 - 210 


MS: Main study 

RP: Recovery period 
m: male 

f: female 


The organs listed in section 3.8.10.2 of the main report of all animals of groups 1 
to 7 were examined histologically after preparation of paraffin sections and 


haematoxylin-eosin staining. 
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The stained sections from all animals examined were prepared and provided by 99, 
(b) (4) The macroscopic findings were recorded and provided by (b) (4) 


Data compilation 

The animal data and macroscopic observations were derived from descriptions 
recorded by (b) (4) , during the post mortem examination of each animal. 
The histopathological findings of the undersigned pathologist were recorded and 
calendared using the departmental computerized systems (Provantis? Integrated 
preclinical software, version 10.2.1, Instem LSS Ltd., United Kingdom). 


The histopathological findings recorded in the organs/tissues are summarised in the 
tables 'Microscopic Findings by Incident' and 'Microscopic Findings by Severity'. 


The 'Microscopic Findings by Incident' table lists the frequency of observations per 


group and sex as percentage of the affected animals per group. 


The 'Microscopic Findings by Severity' table lists the severity of observations per 
group and sex (for severity grading see section 'Explanation of Codes and Symbols’). 


The 'Tabulated Animal Data' table lists the severity of observations for individual 


animals. 


The 'Individual Animal Data' table comprises the animal data, the macroscopic 


observations and all microscopic observations of each animal. 


The slides were evaluated in April, May and June 2020. 
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RESULTS AND CONCLUSION 
Mortality 


Main study / Recovery period 


None of the male and female animals of groups 1 to 7 died or had to be sacrificed 


prematurely. 


Macroscopic findings 


BNT162al - Groups 2 and 3, BNT162b1 - Groups 4 and 5, BNT162c1 - Group 6, 
and BNT162b2 - Group 7 


Terminal sacrifice 

Test item-related macroscopic findings at the end of dosing included injection site 
findings and increased spleen and draining lymph node (iliac) size. Increased spleen 
size correlated with increased absolute spleen weights and spleen:body weight 


ratios. 
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Text table 1: Incidences of test item-related macroscopic findings for the animals 
treated with BNT162a1 


Incidences of test item-related macroscopic findings in male and female main study 
animals at necropsy at terminal sacrifice on test day 17 


BNT162al 
Organ / Finding Group 3: 10 џд/атта! Group 2: 30 yg/animal 


External observation: 


- Injection site | and/or Il thickened / 
indurated / (skin) incrusted 


3/10 1/10 5/10 5/10 


Injection site | (left): 
Spleen: 
Lymph node (iliac): 


.../... number of animals affected per number of animals examined 


Text table 2: Incidences of test item-related macroscopic findings for the animals 
treated with BNT162b1 


Incidences of test item-related macroscopic findings in male and female main study 


animals at necropsy at terminal sacrifice on test day 17 
BNT162b1 


Organ / Finding Group 4: 30 pg/animal | Group 5: 100 pg/animal 


External observation: 
- Injection site | and/or Il thickened 0/10 0/10 1/10 1/10 


Injection site | and/or Il (left/right): 

ee 
Spleen: 
Lymph node (iliac or renal, left): 


..]... number of animals affected per number of animals examined 
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Text table 3: Incidences of test item-related macroscopic findings for the animals 
treated with BNT162c1 or BNT162b2 


Incidences of test item-related macroscopic findings in male and female main study 
animals at necropsy at terminal sacrifice on test day 10 (group 6) or test day 17 (group 7) 


Organ / Finding Group 6: 30 џд/атта! Group 7: 100 џд/атта! 


External observation: 
- Injection site | and/or 11 thickened 9/10 9/10 1/10 1/10 
and/or incrusted 


Injection site | and/or Il (left/right): 
Spleen: 

Lymph node (iliac or iliac/renal): 
Sciatic nerve (left): 


i ass number of animals affected per number of animals examined 


Recovery sacrifice 


АП macroscopic findings noted at the injection sites and for the spleen had subsided 
in all animals of all previously test item-treated groups at the end of the recovery 
period (test day 31 for group 6, test day 38 for all other groups) 


Enlarged iliac lymph nodes were still noted for a few animals as follows: 
Group 4 (30 ug BNT162b1/animal): One of 5 females 
Group 5 (100 wg BNT162b1/animal): АП 5 males, 2 of 5 females 
Group 7 (100 ug BNT162b2/animal): One of 5 males, 3 of 5 females 


These findings are regarded to be related to the previous test item treatment. 
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Further findings in form of emphysematous lungs, a reddened thymus, an enlarged 
right testis, a dilated uterus, in some cases filled with clear liquid, a prostate and 
seminal vesicles that were reduced in size, and enlarged adrenals were noted for 
individual male and female animals in the test item-treated groups and the control 
group at terminal sacrifice or at recovery sacrifice. Due to the isolated occurrence 
per finding, all of these findings are considered as spontaneous changes that are not 


test item-related. 
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Microscopic findings 


Terminal sacrifice 


Test item-related microscopic findings at the end of dosing included inflammation at 
the injection site and surrounding tissues, increased cellularity of germinal centers 
and increased plasma cells in the draining (iliac) lymph node, increased cellularity 
(hematopoiesis) in the bone marrow and spleen, and vacuolation of hepatocytes in 
the portal regions. All microscopic findings were partially or fully recovered at the 
end of the 3 week recovery phase. 


Test item-related injection site reactions were present in all groups and characterized 
by mostly moderate inflammation (up to marked) in males and moderate 
inflammation in females. The most severe findings were noted consistently in 
animals administered 100 ug BNT162b1/animal and 100 pg BNT162b2/animal, 
followed by animals administered 30 ug BNT162al/animal. The inflammation was 
characterized by infiltrates of macrophages, granulocytes, and lymphocytes into the 
muscle, and variably into the dermis and subcutis, at the injection site. Injection site 
inflammation was associated with mostly moderate edema, mostly mild myofiber 
degeneration, occasional muscle necrosis, and mostly mild fibrosis. Skin ulceration 
(mild and moderate) was identified in some males and females administered either 
10 or 30 ру BNT162al/animal and опе animal administered 30 pg 
BNT162c1/animal. Injection site findings were partially recovered at the end of the 
3-week recovery phase. Inflammation extended into tissues adjacent to the injection 
site, including mammary tissue, perineural tissue of sciatic nerve, tissue around the 
femur / knee and to the draining lymph node (iliac). These findings were mostly 
recovered at the end of the 3-week recovery phase. 


Test item-related findings in the draining (iliac) lymph node were characterized by 
increased cellularity of the follicular germinal centers and increased plasma cells 


(plasmacytosis) and were variably present in all groups. 


Test item-related minimal to mild increases in the cellularity of bone marrow and 
extramedullary hematopoiesis in the spleen were present in all groups. 


FDA-CBER-2021-5683-0767287 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1570 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 9 
OW Study No. 38166 

Repeat-Dose Toxicity Study of 

Three LNP-Formulated RNA Platforms 

Encoding for Viral Proteins by Repeated 

Intramuscular Administration 

to Wistar Han Rats 


A test item-related vacuolation of hepatocytes in the portal regions of the liver was 


present in all groups. 


A few minor microscopic changes were recorded for the organs examined in this 
study. The type, incidence and severity of all microscopic findings observed did not 
indicate any relationship to the treatment with the test item. All changes are regarded 
to be spontaneous in nature being within the normal background pathology 
commonly seen in rats of this strain and age. 


Test item-related findings were noted for all test items and all dose levels in male 
and female animals as given in the text tables following on the next pages. 
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Text table 4: Incidences of test item-related microscopic findings for the animals 
treated with BNT162a1 


Incidences of test item-related microscopic findings in male and female main study animals after 
terminal sacrifice on test day 17 


BNT162al 


Organ / Finding Group 3: 10 џд/атта! Group 2: 30 џд/атта! 


Bone marrow: 
- Increased cellularity 10/10%% 10/10%% 10/10%% 10/10%% 


Injection site | (left): 


- Fibrosis intramuscular/interstitial 10/10** 10/10%% 10/10%% 10/10%% 
- Fibrosis inter-/perimuscular 10/10%% 10/10%% 10/10%% 10/10%% 
- Inflammation, mixed. 10/10** 10/10%% 10/10%% 10/10%% 
- Myofiber degeneration 9/10** 9/10** 9/10** 9/10** 
- Edema, subcutis 10/10%% 9/10%% 6/10% 10/10%% 
- Edema intramuscular/interstitial 7/10** 8/10** 2/10 10/10** 
- Edema inter-/ perimuscular 10/10%% 10/10%% 7/10%% 10/10%% 
- Hyperplasia, epidermis 9/10** 7/10** 10/10* * 9/10** 


Surrounding tissue of injection sites: 


Perineural tissue of sciatic nerve: 
- Inflammation (perineural) 


Bone, os femoris with joint (surrounding 
tissue): 


- Inflammation 
Mammary gland (Interstitial tissue): 
- Inflammation 


Lymph node (iliac): 


- Plasmacytosis 7/10** 
- Inflammation 3/10 
- Increased cellularity, germinal center 10/10%% 


Spleen: 
- Increased haematopoiesis 3/10 2/10 0/10 0/10 


- Vacuolation, hepatocellular, periportal 1/10 6/10* 1/10 10/10** 


.../... number of animals affected per number of animals examined 
* significantly different from control (p < 0.05) 
** significantly different from control (p < 0.01) 
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Text table 5: Incidences of test item-related microscopic findings for the animals 
treated with BNT162b1 


Incidences of test item-related microscopic findings in male and female main study animals after 
terminal sacrifice on test day 17 


BNT162b1 


Organ / Finding Group 4: 30 џд/атта! Group 5: 100 pg/animal 


Bone marrow: 
- Increased cellularity 10/10%% 10/10%% 10/10%% 10/10%% 


Injection site | and/or Il (left/right): 


- Fibrosis intramuscular/interstitial 9/10** 10/10** 10/10%% 10/10%% 
- Fibrosis inter-/perimuscular 9/10** 10/10%% 10/10%% 10/10%% 
- Inflammation, mixed. 10/10** 10/10%% 10/10%% 10/10%% 
- Myofiber degeneration 9/10** 10/10%% 10/10%% 10/10%% 
- Edema, subcutis 9/10** 10/10%% 10/10%% 10/10%% 
- Edema intramuscular/interstitial 8/10** 9/10** 10/10%% 10/10%% 
- Edema inter-/ perimuscular 10/10** 10/10%% 10/10%% 10/10%% 
- Hyperplasia, epidermis 9/10** 8/10** 10/10** 10/10** 


Surrounding tissue of injection sites: 


Perineural tissue of sciatic nerve: 
- Inflammation (perineural) 10/10%% 


Bone, os femoris with joint (surrounding 
tissue): 


- Inflammation 
Mammary gland (Interstitial tissue): 
- Inflammation 


Lymph node (iliac): 


- Plasmacytosis 10/10** 
- Inflammation 8/9* * 
- Increased cellularity, geminal center 10/10** 


Spleen: 
- Increased haematopoiesis 0/10 0/10 2/10 7/10** 


Liver 


- Vacuolation, hepatocellular, periportal 0/10 10/10%% 8/10%% 10/10%% 


.../... number of animals affected per number of animals examined 
* significantly different from control (p < 0.05) 
** significantly different from control (p < 0.01) 
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Text table 6: Incidences of test item-related microscopic findings for the animals 
treated with BNT162c1 and BNT162b2 


Incidences of test item-related microscopic findings in male and female main study animals after 
terminal sacrifice on test day 10 (group 6) or test day 17 (group 7) 


Organ / Finding Group 6: 30 џд/атта! Group 7: 100 џа/атта! 


Bone marrow: 
- Increased cellularity 10/10** 10/10** 10/10** 10/10%% 


Injection site | and/or Il (left/right): 


- Fibrosis intramuscular/interstitial 9/10** 10/10** 10/10** 10/10%% 
- Fibrosis inter-/perimuscular 9/10** 10/10%% 10/10%% 10/10%% 
- Inflammation, mixed 9/10** 10/10** 10/10** 10/10%% 
- Myofiber degeneration 8/10** 9/10** 10/10%% 10/10%% 
- Edema, subcutis 9/10** 10/10** 10/10** 10/10%% 
- Edema intramuscular/interstitial 9/10** 10/10** 10/10** 10/10** 
- Edema inter-/ perimuscular 9/10** 10/10** 10/10** 10/10%% 
- Hyperplasia, epidermis 9/10** 10/10** 9/10** 10/10** 


Surrounding tissue of injection sites: 


Perineural tissue of sciatic nerve: 
- Inflammation (perineural) 10/10%% 10/10%% 


Bone, os femoris with joint (surrounding 
tissue): 


- Inflammation 9/10** 
Mammary gland (Interstitial tissue): 

- Inflammation 0/10 
Lymph node (iliac): 


- Plasmacytosis 7/10** 10/10** 10/10** 
- Inflammation 7/10** 9/10** 6/10* 
- Increased cellularity, germinal center 10/10** 10/10 10/10** 


Skeletal muscle: 
0/10 0/10 5/10* 0/10 
Spleen: 
_ ipM 


- Vacuolation, hepatocellular, periportal 1/10 10/10** 9/10** 10/10%% 


.../... number of animals affected per number of animals examined 
* significantly different from control (p < 0.05) 
** significantly different from control (p < 0.01) 
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Recovery sacrifice 
Most of the microscopic findings noted at the injection sites, iliac lymph node, 


surrounding tissue of the injection sites (surrounding tissue of bone, os femoris with 
joint; perineural tissue of sciatic nerve; interstitial tissue of mammary gland; skeletal 
muscle) and spleen had subsided in all animals of all previously test item-treated 
groups at the end of the recovery period (test day 31 for group 6, test day 38 for 
all other groups). Some inflammatory lesions were still noted at the injection sites 


and the surrounding tissue of some animals. 


Test item-related minimal to mild increases in the cellularity of bone marrow and 
extramedullary hematopoiesis in the spleen were fully recovered at the end of the 
3-week recovery phase. 


Test item-related vacuolation of hepatocytes in the portal regions of the liver was 
fully recovered at the end of the 3-week recovery phase. 


The incidence and the severity of the remaining findings were markedly reduced 
compared to the main study animals. 


The infiltration of macrophages in the iliac lymph nodes of previously treated recovery 
animals were regarded as consequence of phagocytosis relating to the inflammatory 


reactions at the injection sites. 
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Discussion synopsis 


Injection site inflammation, as well as inflammation in the adjacent tissues, was an 
anticipated response to an immune response to the administered test article. 
Inflammation was generally most severe in animals administered 100 pg of either 
BNT162b1 or BNT162b2/animal at the end of dosing, followed by 30 рд 
BNT162al/animal. Ulceration at the injection site was present only in rats 
administered BNT162al. The inflammation was partially or fully resolved at the end 


of the recovery phase, indicating reversibility. 


Increased cellularity of the germinal centers of the draining (iliac) lymph node and 
plasmacytosis is consistent with the anticipated immune activation by the test 
articles and inflammation at the injection site. 


Increases in bone marrow cellularity (increased hematopoiesis) and extramedullary 
hematopoiesis in the spleen are consistent with a response to inflammation and 


immune responses induced by the test article. 


Test item-related vacuolation of portal hepatocytes was present in all groups. The 
vacuolation was unassociated with markers of hepatocyte damage (i.e. ALAT, 
ASAT) and has been reported in animals administered pegylated compounds. The 
findings were fully reversed at the end of the recovery phase. 
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EXPLANATION OF CODES AND SYMBOLS 


Tissue Result 


N tissue within normal histological limits 
not recorded 

+ tissue observation present 

X not examined 


Grade 


not recorded 

minimal 

mild 

moderate 

marked 

different severities recorded, e.g. for the two parts of a paired organ 
present - no grade or classification 


л ж} WN" 


Symbols 
96 per cent 
* statistically significant (at р < 0.05, exact test of R. A. FISHER) 


к statistically significant (at p < 0.01, exact test of R. A. FISHER) 


TGL trackable gross lesion 
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HISTOPATHOLOGY REPORT PAGE: 291 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 1 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
NJECTION SITE I : Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE II : Inflammation; lymphohistiocytic, focal, mild 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 292 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 2 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
NJECTION SITE II : Inflammation; mixed, focal, mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PANCREAS : acinar cell; Hyperplasia; focal, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

TRACHEA : Infiltration; lymphohistiocytic, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 293 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 3 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; minimal 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 294 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 4 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 


istopathology Observations [Correlation]: 


VER : Congestion; mild 

VER : Vacuolation; hepatocellular, multifocal, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 


H 
K DNEY, RIGHT : Congestion; moderate 
L 
L 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767573 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1856 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 295 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 5 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
K DNEY, LEFT : Congestion; moderate 
K DNEY, RIGHT : Congestion; moderate 
LIVER : Congestion; mild 

LIVER : Infiltration; mixed, multifocal, mild 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LUNGS WITH BRONCHI : macrophage; Pigmentation; brown, focal, minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, minimal 

TRACHEA : Infiltration; lymphohistiocytic, focal, minimal 

TRACHEA : macrophage; Pigmentation; brown, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


LYMPH NODE, CERVICAL - Not Present 
MAMMARY GLANDS - Not Present 
PARATHYROID, LEFT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767574 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1857 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 296 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 6 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
NJECTION SITE I : Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE 1: myofiber; Degeneration; multifocal, minimal 
NJECTION SITE 1: muscle; Regeneration; multifocal, minimal 
NJECTION SITE II : Inflammation; lymphohistiocytic, focal, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PROSTATE GLAND : Inflammation; purulent, focal, mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

TRACHEA : In iltration, Lymphocytic; multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767575 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1858 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 297 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 7 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

LUNGS WITH BRONCHI : Emphysematous (TGL) 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
HARDERIAN GLAND, RIGHT : In iltration, Lymphocytic; multifocal, minimal 
NJECTION SITE I : Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE II : Inflammation; lymphohistiocytic, focal, minimal 
NTEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; moderate 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PROSTATE GLAND : Infiltration, Lymphocytic; multifocal, mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TRACHEA : Infiltration; lymphohistiocytic, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767576 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1859 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 298 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 8 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
NJECTION SITE I : Inflammation; lymphohistiocytic, focal, minimal 
NJECTION SITE II : Inflammation; lymphohistiocytic, multifocal, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, minimal 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

THYROID, LEFT : Cyst; keratinized, single, minimal 

THYROID, RIGHT : Cyst; keratinized, single, minimal 

TONGUE : In iltration, Lymphocytic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

LYMPH NODE, CERVICAL - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767577 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1860 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 299 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 9 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

THYMUS : Discolouration; reddened (TGL) 

Gross Pathology - The following Tissues were Not Examined: 
None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
JECTION SITE I : Inflammation; lymphohistiocytic, multifocal, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, LEFT : tubule; Basophilia; focal, mild 

K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Infiltration, Eosinophilic; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PROSTATE GLAND : Infiltration, Lymphocytic; multifocal, mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; moderate 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767578 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1861 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 300 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 10 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
HARDERIAN GLAND, RIGHT : Infiltration, Lymphocytic; focal, minimal 
NJECTION SITE I : Inflammation; lymphohistiocytic, focal, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Necrosis; focal, mild 

LIVER : Infiltration, Neutrophilic; focal, mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

STOMACH, GLANDULAR : Cyst; single, minimal 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767579 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1862 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 301 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 11 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (4), (b) (6) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


NTEST NE, CECUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767580 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1863 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 302 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 12 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; moderate 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES: Mineralization; focal, minimal 

PEYERS PATCHES: Inflammation, Granulomatous; follicular, focal, mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PITUITARY GLAND : pars intermedia; Cyst; minimal 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYROID, LEFT : Cyst; keratinized, single, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767581 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1864 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 303 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 13 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

EYE, LEFT : (Comment) artefacts 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767582 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1865 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 304 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 14 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

KIDNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : Infiltration, Lymphocytic; focal, minimal 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TESTIS, LEFT : Spermatid Giant Cells; single, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767583 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1866 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 305 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 15 Group: 1-Group 1 Sex Male 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

TESTIS, RIGHT : Enlarged (TGL) [TESTIS, RIGHT : Dilation; tubular, moderate (H)] 
Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, LEFT : tubule; Basophilia; focal, minimal 

K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TESTIS, LEFT : Dilation; tubular, mild 

TESTIS, RIGHT : Dilation; tubular, moderate [TESTIS, RIGHT : Enlarged (G)] 
TESTIS, RIGHT : Infiltration; lymphoplasmacytic, focal, moderate 

TESTIS, RIGHT : Spermatocoele; single, minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767584 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1867 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 306 


Animal: 16 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, mild 

NJECTION SITE I : Inflammation; lymphohistiocytic, multifocal, minimal 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
TRACHEA : (Comment) artefacts 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 17 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


NJECTION SITE I : Hemorrhage; focal, mild 

NJECTION SITE I : Inflammation; mixed, focal, minimal 

NJECTION SITE II : myofiber; Degeneration; focal, minimal 

NJECTION SITE II : Inflammation; mixed, multifocal, mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, minimal 

K DNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : Infiltration, Lymphocytic; multifocal, mild 

K DNEY, RIGHT : pelvis; Inflammation; purulent, mild 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, mild 

TRACHEA : Infiltration; mixed, minimal 

URINARY BLADDER : Infiltration, Lymphocytic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 
None 
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Animal: 18 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : (Comment) artefacts 

ADRENAL GLAND, RIGHT : (Comment) artefacts 

CERVIX : Keratinization; epithelial, mild 

JECTION SITE I : Inflammation; lymphohistiocytic, focal, minimal 
JECTION SITE I : Foreign Material; hair, focal, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PANCREAS : acinar cell; Atrophy; focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 19 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TONGUE : In iltration, Lymphocytic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 20 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


NJECTION SITE I : Inflammation; granulomatous, focal, minimal 
NJECTION SITE II : muscle; Regeneration; focal, minimal 

NJECTION SITE II : Inflammation; lymphohistiocytic, multifocal, minimal 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 21 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EYE, LEFT : macrophage; Pigmentation; brown, focal, mild 

HEART : (Comment) artefacts 

JECTION SITE II : Inflammation; lymphohistiocytic, focal, minimal 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; minimal 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, LEFT : tubule; Basophilia; focal, minimal 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 22 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

NJECTION SITE II : Inflammation; lymphohistiocytic, multifocal, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; moderate 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH МОРЕ, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYROID, LEFT : Cyst; keratinized, single, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 23 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
SKELETAL MUSCLE : Infiltration, Lymphocytic; focal, minimal 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


LYMPH NODE, MESENTERIC - Not Present 
SALIVARY GLANDS, SUBLINGUAL - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 24 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Hemorrhage; acute, mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 25 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


HARDERIAN GLAND, LEFT : Infiltration; lymphohistiocytic, focal, mild 
NJECTION SITE I : Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : dermis; subcutis; Inflammation; lymphohistiocytic, multifocal, mild 
NJECTION SITE II : Inflammation; lymphohistiocytic, focal, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, minimal 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 26 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

TEST NE, RECTUM : Nematodiasis; minimal 

DNEY, LEFT : Congestion; moderate 

DNEY, LEFT : tubule; Basophilia; focal, minimal 

DNEY, LEFT : tubule; Cast; hyaline, multifocal, mild 

DNEY, LEFT : tubule; Degeneration; hyaline, focal, minimal 

DNEY, RIGHT : Congestion; moderate 

DNEY, RIGHT : tubule; Cast; hyaline, focal, minimal 

VER : Congestion; moderate 

VER : Infiltration, Lymphocytic; multifocal, minimal 

UNGS WITH BRONCHI : Ossification; focal, minimal 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 


Гг гг хх AAAA 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 27 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

CERVIX : Keratinization; epithelial, mild 

HARDERIAN GLAND, RIGHT : Infiltration, Lymphocytic; focal, minimal 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TRACHEA : (Comment) artefacts 

URINARY BLADDER : Infiltration, Lymphocytic; focal, minimal 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 28 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


NTEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : Cyst; single, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

OPTIC NERVE, LEFT - Insufficient Tissue To Evaluate 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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PAGE: 319 


Animal: 29 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1881 
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HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 320 


Animal: 30 Group: 1-Group 1 
Dose: Group 1: Control 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, mild 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - No Section 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 321 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 31 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; 
moderate (H) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (H) | INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (H) | 
NJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, moderate 
(H) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (H)] 


SPLEEN : Enlarged (TGL) 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HEART : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate | NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, mild 

TEST NE, RECTUM : (Comment) artefacts 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
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Report No. 38166 1883 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 322 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 31 (Continued) Group: 2- Group 2 Sex Male 


Histopathology Observations [Correlation] (Continued): 


SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
STOMACH, GLANDULAR : Dilation; glandular, multifocal, minimal 
THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 323 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 32 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / perimuscular; Inflammation; 
mixed, mild (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE I : inter- / perimuscular; Edema; mild 

JECTION SITE 1: Hyperplasia; epidermal, mild 

JECTION SITE II : Hyperplasia; epidermal, focal, moderate 

JECTION SITE II : subcutis; Edema; focal, mild 

JECTION SITE II : intramuscular / interstitial; Fibrosis; focal, mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; focal, mild 

JECTION SITE II : subcutis; Inflammation; mixed, focal, mild 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, minimal 

JECTION SITE II : inter- / perimuscular; Inflammation; mixed, focal, mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
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HISTOPATHOLOGY REPORT PAGE: 324 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 32 (Continued) Group: 2- Group 2 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, RIGHT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 325 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 33 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE 1: Indurated (TGL) [INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : inter- / perimuscular; 
Fibrosis; mild (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | NJECTION SITE I : subcutis; Edema; moderate (Н) | 
NJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, moderate 
(H) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (H)] 


NJECTION SITE 1: Thickened (TGL) [INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (H) | INJECTION SITE I : inter- / 
perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE 1: subcutis; Edema; 
moderate (H) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, moderate (Н) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (H)] 

LYMPH NODE, LIAC : Enlarged (TGL) 

PROSTATE GLAND : Reduced In Size (TGL) 

SEMINAL VESICLES : Reduced In Size (TGL) 

ADRENAL GLAND, LEFT : Enlarged (TGL) 

ADRENAL GLAND, RIGHT : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

Мо animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

ONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

PIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

PIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated : (Comment) 
muscles (G)] 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild [INJECTION SITE 1 : Thickened (G) | NJECTION SITE I : Indurated : (Comment) muscles 
(С)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (G) | NJECTION SITE I : Indurated : (Comment) 
muscles (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE I : 
Indurated : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : 
(Comment) muscles (G)] 

JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : (Comment) muscles (G)] 


m m ос 


JECTION SITE |: inter- / perimuscular; Edema; moderate | NJECTION SITE I : Thickened (G) | INJECTION SITE | : Indurated : (Comment) 
muscles (G)] 
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HISTOPATHOLOGY REPORT PAGE: 326 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 33 (Continued) Group: 2- Group 2 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE 1: Hyperplasia; epidermal, moderate 

DNEY, LEFT : Congestion; moderate 

DNEY, LEFT : tubule; Basophilia; focal, minimal 

DNEY, RIGHT : Congestion; moderate 

VER : Congestion; mild 

VER : Hematopoiesis; extramedullary, multifocal, minimal 

UNGS WITH BRONCHI : Ossification; focal, minimal 

UNGS WITH BRONCHI : Hemorrhage; acute, multifocal, minimal 
UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 
PITUITARY GLAND : pars distalis; Cyst; single, minimal 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


ггггг ххх 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 327 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 34 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; minimal (H) | INJECTION SITE I : subcutis; Inflammation; mixed, focal, moderate (H) | NJECTION SITE I : inter- / perimuscular; 
Inflammation; mixed, mild (H)] 


NJECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; minimal (H) | NJECTION SITE I : subcutis; Inflammation; mixed, focal, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 


JECTION SITE I : intramuscular / interstitial; Fibrosis; minimal [ NJECTION SITE | : Indurated : (Comment) muscles (G) | NJECTION SITE |: 
Thickened : (Comment) muscles (G)] 


JECTION SITE I : inter- / perimuscular; Fibrosis; mild [INJECTION SITE І: Indurated : (Comment) muscles (G) | INJECTION SITE I : Thickened 
: (Comment) muscles (G)] 


JECTION SITE 1: subcutis; Inflammation; mixed, focal, moderate [INJECTION SITE I : Indurated : (Comment) muscles (б) | INJECTION SITE 
: Thickened : (Comment) muscles (G)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, mild | NJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION SITE 
: Thickened : (Comment) muscles (G)] 

JECTION SITE 1: Hyperkeratosis; epidermal, focal, moderate 

JECTION SITE 1: Hyperplasia; epidermal, focal, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate 

JECTION SITE II : inter- / perimuscular; Edema; mild 

JECTION SITE II : myofiber; Necrosis; focal, minimal 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, moderate 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 
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HISTOPATHOLOGY REPORT PAGE: 328 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 34 (Continued) Group: 2- Group 2 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : Mineralization; multifocal, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

THYROID, RIGHT : (Comment) incomplete 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


OPTIC NERVE, RIGHT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767607 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 
Amendment No. 1 to Final Report 


1890 
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HISTOPATHOLOGY REPORT PAGE: 329 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 35 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; 
moderate (H) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (H) | INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (H) | 
NJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, moderate 
(Н) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE I : subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : (Comment) artefacts 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PROSTATE GLAND : Infiltration; mixed, mild 
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Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 330 
(9?) Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 35 (Continued) Group: 2- Group 2 Sex Male 


Histopathology Observations [Correlation] (Continued): 


SPLEEN : Congestion; minimal 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


AORTA ABDOMINALIS - Not Present 
PEYERS PATCHES - Not Present 
URINARY BLADDER - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1892 


Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 331 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 36 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1: subcutis; Edema; moderate (H) | INJECTION SITE I : inter- / perimuscular, Edema; 
moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | 
NJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) 
| NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: epidermis; Ulceration; multifocal, mild 

JECTION SITE 1: myofiber; Degeneration; minimal 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 

LYMPH NODE, MESENTERIC : (Comment) artefacts 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
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Report No. 38166 1893 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 332 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 36 (Continued) Group: 2- Group 2 Sex Male 


Histopathology Observations [Correlation] (Continued): 


SALIVARY GLANDS, PAROTIS : Infiltration, Lymphocytic; multifocal, mild 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Dilation; glandular, multifocal, minimal 
THYROID, RIGHT : Cyst; keratinized, multiple, minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PROSTATE GLAND - No Section 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1894 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 333 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 37 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : subcutis; Inflammation; 


mixed, moderate (Н) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, mild (H)] 


NJECTION SITE I : Thickened (TGL) [ NJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Inflammation; 
mixed, moderate (Н) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, mild (H)] 


NJECTION SITE II : Incrusted (TGL) [ NJECTION SITE II : Scab; epidermal, focal, mild (H)] 
Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated (б) | NJECTION SITE I : Thickened (G)] 

JECTION SITE | : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (б) | INJECTION SITE | : Thickened (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, minimal 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (G) | NJECTION SITE I : Thickened (G)] 


JECTION SITE I : dermis; subcutis; Necrosis; multifocal, mild 

JECTION SITE 1: myofiber; Degeneration; minimal 

JECTION SITE 1: Hyperplasia; epidermal, focal, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 
JECTION SITE II : Scab; epidermal, focal, mild | NJECTION SITE II : Incrusted (G)] 
JECTION SITE II : subcutis; Edema; moderate 

JECTION SITE II : inter- / perimuscular; Edema; moderate 

JECTION SITE II : myofiber; Necrosis; traumatic, focal, minimal 
JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
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Report No. 38166 1895 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


HISTOPATHOLOGY REPORT PAGE: 334 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 37 (Continued) Group: 2- Group 2 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, minimal 

THYROID, RIGHT : Cyst; keratinized, single, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1896 (b) (4) 
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090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


HISTOPATHOLOGY REPORT PAGE: 335 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 38 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1: intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : inter- / perimuscular; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / perimuscular; Inflammation; 
mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : (Comment) artefacts 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : epidermis; Ulceration; focal, moderate 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1897 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 336 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 39 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1: subcutis; Edema; mild (Н) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; 
mild (Н) | INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H)] 


SPLEEN : Enlarged (TGL) 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

ONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

PIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

PIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal 

JECTION SITE I : inter- / perimuscular; Edema; mild 

NJECTION SITE II : myofiber; Degeneration; mild 

NJECTION SITE II : muscle; Regeneration; mild 

NJECTION SITE II : Hyperplasia; epidermal, focal, moderate 

NJECTION SITE II : Scab; epidermal, focal, mild 

NJECTION SITE II : dermis; subcutis; Necrosis; focal, moderate 

NJECTION SITE II : Ulceration; epidermal, focal, mild 

NJECTION SITE II : subcutis; Inflammation; mixed, moderate 

NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 

NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

K DNEY, RIGHT : Congestion; mild 


mmo 
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Report No. 38166 1898 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 337 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 39 (Continued) Group: 2- Group 2 Sex Male 


Histopathology Observations [Correlation] (Continued): 


K DNEY, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : Congestion; mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; marked 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


OPTIC NERVE, RIGHT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1899 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 338 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 40 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; 

marked (Н) | NJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | 
NJECTION SITE I : inter- / perimuscular; Fibrosis; mild (H) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 
| : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated : (Comment) muscles (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Indurated : (Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (G)] 


JECTION SITE 1: inter- / perimuscular; Inflammation; mixed, moderate | NJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated : (Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [INJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
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Report No. 38166 1900 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 339 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 40 (Continued) Group: 2- Group 2 Sex Male 


Histopathology Observations [Correlation] (Continued): 


PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

OPTIC NERVE, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1901 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 340 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 41 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; focal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HARDERIAN GLAND, RIGHT : Infiltration, Lymphocytic; focal, minimal 

HEART : Infiltration; lymphohistiocytic, focal, minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
NJECTION SITE |: inter- / perimuscular; Mineralization; multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Multinucleated Macrophages; multifocal, mild 
NTEST NE, COLON : (Comment) artefacts 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

TRACHEA : Infiltration, Lymphocytic; multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
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Report No. 38166 1902 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 341 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 41 (Continued) Group: 2- Group 2 Sex Male 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1903 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 342 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 42 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
NJECTION SITE I : inter- / perimuscular; Mineralization; multifocal, mild 
NJECTION SITE I : inter- / perimuscular; Multinucleated Macrophages; multifocal, mild 
NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; minimal 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : macrophage; alveolus; Infiltration; focal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SEMINAL VESICLES : Infiltration, Lymphocytic; focal, minimal 

SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 343 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 43 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HEART : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; minimal 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 344 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 44 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 23/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; moderate 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

OPTIC NERVE, LEFT : macrophage; Pigmentation; brown, focal, minimal 

PITUITARY GLAND : pars distalis; Cyst; few, mild 

PROSTATE GLAND : Infiltration, Lymphocytic; focal, mild 

SPLEEN : Congestion; minimal 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 
THYMUS : Hemorrhage; acute, multifocal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PEYERS PATCHES - Not Present 
TESTIS, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 345 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 45 Group: 2- Group 2 Sex Male 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
NTEST NE, CECUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
NTEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 
NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
OPTIC NERVE, RIGHT : macrophage; Pigmentation; brown, focal, minimal 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 

PITUITARY GLAND : (Comment) incomplete 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 346 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 46 Group: 2- Group 2 Sex Female 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (H) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE | : inter- / perimuscular; Edema; moderate (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJIECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


JECTION SITE I : Thickened (ТОД [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(H) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (H) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


SPLEEN : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

Мо animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, minimal 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
CERVIX : Keratinization; epithelial, mild 

HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; focal, minimal 


JECTION SITE | : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (б) | INJECTION SITE 1: 
Thickened (G)] 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild [INJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION SITE I : Thickened 
(G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION SITE I : 
Thickened (G)] 


JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE | : Indurated : (Comment) muscles (б) | INJECTION 
SITE I : Thickened (G)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated : (Comment) muscles (С) | NJECTION 
SITE I : Thickened (G)] 


JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION SITE I : Thickened (G)] 


JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION SITE I : 
Thickened (G)] 
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HISTOPATHOLOGY REPORT PAGE: 347 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 46 (Continued) Group: 2- Group 2 Sex Female 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE |: inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated : (Comment) muscles (б) | INJECTION SITE I : 
hickened (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : tubule; Cast; hyaline, focal, minimal 

L 

L 

L 


= 


VER : Congestion; mild 

VER : periportal; Vacuolation; hepatocellular, minimal 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; moderate 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Dilation; glandular, multifocal, minimal 
THYMUS : Hemorrhage; acute, focal, minimal 

TRACHEA : (Comment) artefacts 

UTERUS : Dilation; mild 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 348 


Animal: 4T Group: 2- Group 2 


Dose: Group 2: 30 ug/BNT162a1/animal 


Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
NJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) 


| NJECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, mild (H)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

Мо animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : (Comment) artefacts 
ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Edema; minimal 


JECTION SITE I : Hyperplasia; epidermal, widespread, moderate 
DNEY, LEFT : Congestion; moderate 

DNEY, LEFT : Inflammation, Chronic; interstitial, focal, minimal 
DNEY, RIGHT : Congestion; moderate 

VER : Congestion; mild 

VER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
OPTIC NERVE, RIGHT : Hemorrhage; acute, focal, mild 

PITUITARY GLAND : pars distalis; Cyst; single, minimal 


гг х А А 


JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 


JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
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HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 349 


Animal: 47 (Continued) Group: 2- Group 2 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


SPLEEN : Congestion; minimal 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 350 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 48 Group: 2- Group 2 Sex Female 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
NJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) 
| NJECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


SPLEEN : Enlarged (TGL) 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal 

JECTION SITE |: inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE I : Scab; epidermal, focal, mild 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

OPTIC NERVE, LEFT : Hemorrhage; acute, focal, mild 

SPLEEN : Congestion; mild 
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HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 351 


Animal: 48 (Continued) Group: 2- Group 2 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


THYMUS : Hemorrhage; acute, multifocal, mild 
THYROID, LEFT : Cyst; keratinized, single, minimal 
TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 352 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 49 Group: 2- Group 2 Sex Female 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE |: intramuscular / interstitial; 
Fibrosis; mild (Н) | INJECTION SITE I : subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; mild (Н) | INJECTION 
SITE I : intramuscular / interstitial; Edema; mild (Н) | NJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : 
er- / perimuscular; Inflammation; mixed, moderate (H) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


= 


JECTION SITE 1: Thickened (TGL) [INJECTION SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 

его ај; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; mild (Н) | 
JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


= 


JECTION SITE 1: Incrusted (TGL) [INJECTION SITE 1: epidermis; Ulceration; focal, moderate (H)] 
Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 

None 

Histopathology Animal Details: 

Мо animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

CERVIX : Keratinization; epithelial, mild 

HEART : Infiltration, Lymphocytic; focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated : (Comment) muscles (б) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild [INJECTION SITE І: Indurated : (Comment) muscles (G) | INJECTION SITE |: Thickened 
: (Comment) muscles (G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE | : Indurated : (Comment) muscles (б) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 
JECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE 1 : Indurated : (Comment) muscles (б) | INJECTION 
SITE I : Thickened : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated : (Comment) muscles (С) | NJECTION 
SITE I : Thickened : (Comment) muscles (G)] 

JECTION SITE I : epidermis; Ulceration; focal, moderate [INJECTION SITE 1 : Incrusted (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated : (Comment) muscles (6) | NJECTION SITE | : Thickened : 
(Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 

JECTION SITE I : inter- / perimuscular; Edema; mild [INJECTION SITE I : Indurated : (Comment) muscles (G) | NJECTION SITE | : Thickened 
: (Comment) muscles (G)] 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 49 (Continued) Group: 2- Group 2 Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : Infiltration; mixed, focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; mild 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 354 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 50 Group: 2- Group 2 Sex Female 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
JECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (H) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


JECTION SITE I : Thickened (TGL) [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

CERVIX : Keratinization; epithelial, mild 

JECTION SITE 1: intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION SITE 1: 
Thickened : (Comment) muscles (G)] 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild [INJECTION SITE І: Indurated : (Comment) muscles (G) | INJECTION SITE I : Thickened 
: (Comment) muscles (С)] 

JECTION SITE | : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (6) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION 
SITE I : Thickened : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated : (Comment) muscles (G) | NJECTION 
SITE I : Thickened : (Comment) muscles (G)] 

JECTION SITE 1: epidermis; Ulceration; focal, moderate 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated : (Comment) muscles (6) | NJECTION SITE I : Thickened : 
(Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated : (Comment) muscles (С) | NJECTION SITE |: 
Thickened : (Comment) muscles (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE | : Indurated : (Comment) muscles (б) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 
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HISTOPATHOLOGY REPORT PAGE: 355 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 50 (Continued) Group: 2- Group 2 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, mild 

THYROID, LEFT : Cyst; keratinized, single, minimal 

UTERUS : Dilation; mild 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 356 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 51 Group: 2- Group 2 Sex Female 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
NJECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, moderate (H)] 


UTERUS : Dilation (TGL) 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
CERVIX : Keratinization; epithelial, mild 
HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; focal, minimal 

HEART : Infiltration; lymphohistiocytic, focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (б) 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE 1: Scab; epidermal, focal, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, minimal 

K DNEY, LEFT : tubule; Cast; hyaline, multifocal, minimal 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Inflammation; mild 
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HISTOPATHOLOGY REPORT PAGE: 357 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 51 (Continued) Group: 2- Group 2 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : chief cell; Hyperplasia; mild 

THYMUS : Hemorrhage; acute, multifocal, mild 

UTERUS : Dilation; mild 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

OPTIC NERVE, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767636 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1919 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 358 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 52 Group: 2- Group 2 Sex Female 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
JECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


JECTION SITE I : Thickened (TGL) [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


SPLEEN : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 

JECTION SITE 1: inter- / perimuscular; Fibrosis; mild [INJECTION SITE І: Indurated : (Comment) muscles (G) | INJECTION SITE I : Thickened 
: (Comment) muscles (G)] 

JECTION SITE | : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION 
SITE I : Thickened : (Comment) muscles (G)] 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE 1: Indurated : (Comment) muscles (б) | NJECTION 
SITE I : Thickened : (Comment) muscles (G)] 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated : (Comment) muscles (б) | NJECTION SITE | : Thickened : 
(Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated : (Comment) muscles (С) | NJECTION SITE |: 
Thickened : (Comment) muscles (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE | : Indurated : (Comment) muscles (б) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

DNEY, LEFT : Congestion; mild 

DNEY, LEFT : Mineralization; focal, mild 


ж 


РАЗ 
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(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 52 (Continued) Group: 2- Group 2 Sex Female 


Histopathology Observations [Correlation] (Continued): 


K DNEY, RIGHT : Congestion; mild 

K DNEY, RIGHT : Mineralization; focal, mild 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
TRACHEA : (Comment) artefacts 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 53 Group: 2- Group 2 Sex Female 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE |: intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
JECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 
JECTION SITE I : Thickened (TGL) [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 
JECTION SITE 1: Incrusted (TGL) [INJECTION SITE I : epidermis; Ulceration; focal, moderate (H)] 
LYMPH NODE, LIAC : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION SITE I : 
Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild [INJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION SITE I : Thickened 
(6)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (6) | INJECTION SITE I : 
Thickened (G)] 


JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION 
SITE 1: Thickened (G)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated : (Comment) muscles (С) | NJECTION 
SITE 1: Thickened (G)] 


JECTION SITE I : epidermis; Ulceration; focal, moderate [ NJECTION SITE 1 : Incrusted : (Comment) skin (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE |: Indurated : (Comment) muscles (б) | INJECTION SITE I : Thickened (G)] 


JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated : (Comment) muscles (С) | NJECTION SITE |: 
Thickened (G)] 
JECTION SITE |: inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated : (Comment) muscles (б) | INJECTION SITE I : 
Thickened (G)] 


JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 
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(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 53 (Continued) Group: 2- Group 2 Sex Female 


Histopathology Observations [Correlation] (Continued): 


NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : Ossification; focal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
OPTIC NERVE, LEFT : Hemorrhage; acute, focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 54 Group: 2- Group 2 Sex Female 
Dose: Group 2: 30 ug/BNT162a1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE I : subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
JECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


SPLEEN : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 


No animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION SITE I : 
Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild [INJECTION SITE 1: Indurated : (Comment) muscles (С) | INJECTION SITE I : Thickened 
(С)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION SITE I : 
Thickened (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION 
SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE 1: Indurated : (Comment) muscles (б) | NJECTION 
SITE I : Thickened (G)] 
JECTION SITE I : subcutis; Edema; moderate [INJECTION SITE I : Indurated : (Comment) muscles (б) | INJECTION SITE I : Thickened (G)] 


JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated : (Comment) muscles (С) | NJECTION SITE |: 
Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE | : Indurated : (Comment) muscles (б) | INJECTION SITE I : 
Thickened (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 
K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 
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Animal: 54 (Continued) Group: 2- Group 2 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PARATHYROID, LEFT : Fibrosis; interstitial, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : Infiltration, Lymphocytic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Sex Female 


Animal: 55 Group: 2- Group 2 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

JECTION SITE |: Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION 5 
mixed, moderate (H)] 

JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mi 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE I 


JECTION SITE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION 5 
mixed, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HARDERIAN GLAND, LEFT : Infiltration; lymphohistiocytic, multifocal, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated (С) | 


Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE 
(G)] 
JECTION SITE 1: myofiber; Degeneration; mild 


JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 


H) | INJECTION SITE I : intramuscular / interstitial; 
inter- / perimuscular; Edema; moderate (H) | 


JECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | 


TE | : intramuscular / interstitial; Inflammation; 


d (Н) | INJECTION SITE I : intramuscular / 


interstitial; Fibrosis; mild (H) | NJECTION SITE I : subcutis; Edema; moderate (H) | NJECTION SITE I : inter- / perimuscular, Edema; moderate 


: subcutis; Inflammation; mixed, moderate (H) | 


TE | : intramuscular / interstitial; Inflammation; 


(G) | NJECTION SITE 1: Thickened (G)] 
NJECTION SITE 1: Thickened (G)] 


JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (6) | INJECTION SITE I : Thickened (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С) | INJECTION SITE I : 


|: Indurated (G) | INJECTION SITE I : Thickened 


JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE | : Indurated (С) | INJECTION SITE I : Thickened (G)] 
JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated (С) | INJECTION SITE I : Thickened (G)] 


JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С) | NJECTION SITE I : Thickened (G)] 
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Animal: 55 (Continued) Group: 2- Group 2 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; moderate 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; minimal 
STOMACH, GLANDULAR : mucosa-associated lymphoid tissue; Hyperplasia; minimal 
THYMUS : Hemorrhage; acute, multifocal, minimal 

THYROID, LEFT : Cyst; keratinized, single, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 56 Group: 2- Group 2 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; minimal 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYROID, RIGHT : Cyst; keratinized, multiple, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 57 Group: 2- Group 2 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, minimal 

NJECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
NTEST NE, CECUM : mucosa-associated lymphoid tissue; Hyperplasia; moderate 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : Pyelonephritis; minimal 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, minimal 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 58 Group: 2- Group 2 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


HARDERIAN GLAND, RIGHT : Infiltration, Lymphocytic; focal, minimal 
HARDERIAN GLAND, RIGHT : Inflammation, Chronic; focal, mild 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH МОРЕ, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 59 Group: 2- Group 2 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, mild 

NJECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, minimal 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TRACHEA : Infiltration; lymphohistiocytic, multifocal, minimal 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 60 Group: 2- Group 2 
Dose: Group 2: 30 ug/BNT162a1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, mild 

NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE II : dermis; subcutis; Fibrosis; multifocal, mild 
NJECTION SITE ||: inter- / perimuscular; Fibrosis; minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : (Comment) artefacts 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 61 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE |: inter- / perimuscular; Edema; mild (Н) | INJECTION 
SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION 
SITE 1: intramuscular / interstitial; Inflammation; mixed, mild (H)] 

LYMPH NODE, LIAC : Enlarged (TGL) 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HEART : Infiltration; lymphohistiocytic, focal, moderate 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: epidermis; Ulceration; multifocal, moderate 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; mild [ NJECTION SITE I : Indurated (G)] 
TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 


FDA-CBER-2021-5683-0767650 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1933 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 372 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 61 (Continued) Group: 3- Group 3 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 
THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 373 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 62 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


one 


one 


o observations found 


o animal details found 


Gross Pathology Observations [Correlation]: 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Animal Details: 


o animal details found 


Histopathology Observations [Correlation]: 


mmo 


JECTIO 
JECTIO 
NJECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
NJECTIO 


SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI 
SITEI: 
SITEI: 
SITEI: 


in 
in 


in 


m 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

ONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
PIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
PIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 


ramuscular / interstitial; Fibrosis; mild 
ter- / perimuscular; Fibrosis; mild 


subcutis; Inflammation; mixed, moderate 


ramuscular / interstitial; Inflammation; mixed, mild 
er- / perimuscular; Inflammation; mixed, moderate 
yofiber; Degeneration; mild 


: subcutis; Edema; moderate 


ramuscular / interstitial; Edema; minimal 
ег- / perimuscular; Edema; mild 


Hyperplasia; epidermal, widespread, mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
KIDNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 


LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : Hemorrhage; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 


PEYERS PATCHES : germinal center; Increased Cellularity; mild 
PROSTATE GLAND : Infiltration; mixed, focal, mild 
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Report No. 38166 1935 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 374 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 62 (Continued) Group: 3- Group 3 Sex Male 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PARATHYROID, LEFT - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1936 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 375 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 63 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | INJECTION SITE | : subcutis; Edema; moderate (Н) | NJECTION SITE |: inter- / perimuscular; Edema; mild (Н) | INJECTION 
SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE |: 
er- / perimuscular; Inflammation; mixed, moderate (H) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


= 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
erstitial; Fibrosis; mild (H) | INJECTION SITE I : subcutis; Edema; moderate (H) | INJECTION SITE I : inter- / perimuscular; Edema; mild (H) | 
JECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H)] 


LYMPH NODE, LIAC : Enlarged (TGL) 
SPLEEN : Enlarged (TGL) 


= 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

Мо animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE 1: intramuscular / interstitial; Fibrosis; mild | NJECTION SITE 1: Thickened : (Comment) skin incrusted (G) | INJECTION SITE 
: Indurated : (Comment) muscle (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened : (Comment) skin incrusted (G) | INJECTION SITE I : 
ndurated : (Comment) muscle (G)] 

JECTION SITE 1: subcutis; Hemorrhage; focal, mild 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened : (Comment) skin incrusted (G) | INJECTION SITE 
: Indurated : (Comment) muscle (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Thickened : (Comment) skin incrusted (C) | 
JECTION SITE I : Indurated : (Comment) muscle (С)] 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened : (Comment) skin incrusted (G) | 
JECTION SITE I : Indurated : (Comment) muscle (G)] 

JECTION SITE I : epidermis; Ulceration; focal, moderate 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE I : subcutis; Edema; moderate [INJECTION SITE I : Thickened : (Comment) skin incrusted (G) | NJECTION SITE I : Indurated 
: (Comment) muscle (G)] 
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HISTOPATHOLOGY REPORT PAGE: 376 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 63 (Continued) Group: 3- Group 3 Sex Male 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE 1: intramuscular / interstitial; Edema; minimal [INJECTION SITE 1: Thickened : (Comment) skin incrusted (С) | NJECTION 
SITE I : Indurated : (Comment) muscle (G)] 

NJECTION SITE |: inter- / perimuscular; Edema; mild [ NJECTION SITE I : Thickened : (Comment) skin incrusted (С) | INJECTION SITE |: 
Indurated : (Comment) muscle (G)] 

NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 

NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : mucosa-associated lymphoid tissue; Hyperplasia; minimal 
TRACHEA : Infiltration; lymphohistiocytic, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1938 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 377 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 64 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
JECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


JECTION SITE I : Thickened (TGL) [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


LYMPH NODE, ПАС: Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; mild (Н) | LYMPH NODE, ILIAC : germinal center; Increased 
Cellularity; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated : (Comment) 
muscle (С 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild [ NJECTION SITE I : Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle 
(6) 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated : (Comment) 
muscle (С 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Thickened (б) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : (Comment) muscle (С)] 


JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : (Comment) 
muscle (С) 
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HISTOPATHOLOGY REPORT PAGE: 378 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 64 (Continued) Group: 3- Group 3 Sex Male 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE I : inter- / perimuscular, Edema; moderate | NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : (Comment) 
muscle (G)] 

NJECTION SITE I : Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

K DNEY, RIGHT : Infiltration, Lymphocytic; focal, minimal 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

PROSTATE GLAND : Infiltration, Lymphocytic; multifocal, mild 

THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1940 
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HISTOPATHOLOGY REPORT PAGE: 379 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 65 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE | : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE I : subcutis; Edema; moderate (Н) | 

NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE 1 : Indurated (б) 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE 1: Scab; epidermal, focal, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 
L 

L 

L 


VER : Hematopoiesis; extramedullary, multifocal, minimal 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
UNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; focal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 
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HISTOPATHOLOGY REPORT PAGE: 380 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 65 (Continued) Group: 3- Group 3 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (C)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PEYERS PATCHES - Not Present 
SALIVARY GLANDS, PAROTIS - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 381 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 66 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

NJECTION SITE 1 : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 


(Н)] 

LYMPH NODE, ШАС : Enlarged (TGL) [LYMPH NODE, ШАС : Histocytosis; mild (Н) | LYMPH NODE, LIAC : Plasmacytosis; minimal (Н) | 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild (H)] 

SPLEEN : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE | : Indurated (G)] 
JECTION SITE |: inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, ШАС : Plasmacytosis; minimal [LYMPH NODE, ILIAC : Enlarged (б) 
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HISTOPATHOLOGY REPORT PAGE: 382 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 66 (Continued) Group: 3- Group 3 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : Mineralization; multifocal, minimal 

PEYERS PATCHES : Inflammation, Granulomatous; follicular, multifocal, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Cyst; single, mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 383 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 67 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (H) | NJECTION SITE I : intramuscular / interstitial; Edema; minimal (H) | INJECTION SITE I : subcutis; Edema; moderate (H) | 

NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


NJECTION SITE І: Thickened (ТОД [INJECTION SITE 1: intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE 1: subcutis; Edema; 
moderate (Н) | INJECTION SITE 1: inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) 
| NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

ONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
PIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
PIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated : (Comment) muscle (С)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated : (Comment) muscle (G)] 

JECTION SITE |: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (С) | NJECTION SITE I : Indurated : (Comment) 
muscle (С) 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE 1 : Thickened (б) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (б) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : (Comment) muscle (G)] 


т m о 


JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated : (Comment) 
muscle (С) 
JECTION SITE |: inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated : (Comment) 
uscle (С) 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; mild 


3 
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Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


HISTOPATHOLOGY REPORT PAGE: 384 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 67 (Continued) Group: 3- Group 3 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : Dilation; glandular, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767663 
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Report No. 38166 
Amendment No. 1 to Final Report 


1946 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 385 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 68 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE |: intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
NJECTION SITE I : intramuscular / interstitial; Edema; minimal (H) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; 
mixed, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE 1: Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767664 
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Report No. 38166 1947 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 386 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 69 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE | : subcutis; Inflammation; mixed, moderate 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE I : subcutis; Edema; mild 

JECTION SITE |: inter- / perimuscular; Edema; mild 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES: Mineralization; focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYRO D, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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1948 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 387 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 70 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


No animal details found 


Gross Pathology Observations [Correlation]: 


SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 


Gross Pathology - The following Tissues were Not Examined: 


None 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 


Histopathology Animal Details: 


No animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


K DNEY, LEFT : Conges 


SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
HARDERIAN GLAND, RIGHT : Inflammation, Chronic; focal, mild 


intramuscular / interstitial; Fibrosis; mild 

inter- / perimuscular; Fibrosis; mild 

subcutis; Inflammation; mixed, moderate 
intramuscular / interstitial; Inflammation; mixed, mild 


inter 
туо 


- | perimuscular; Inflammation; mixed, moderate 


iber; Degeneration; mild 


subcutis; Edema; moderate 
inter- / perimuscular; Edema; mild 
Hyperplasia; epidermal, widespread, moderate 


ion; moderate 


K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
K DNEY, RIGHT : Congestion; moderate 


K DNEY, RIGHT : Infiltra: 
LIVER : Congestion; mild 
LUNGS WITH BRONCH 


ion, Lymphocytic; multifocal, minimal 


: Hemorrhage; acute, focal, minimal 


LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


FDA-CBER-2021-5683-0767666 
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Report No. 38166 1949 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 388 
(9?) Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 70 (Continued) Group: 3- Group 3 Sex Male 


Histopathology Observations [Correlation] (Continued): 


TRACHEA : Infiltration; mixed, minimal 
URINARY BLADDER : Infiltration, Lymphocytic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1950 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 389 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 71 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, mild 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NTEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 
NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1951 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 390 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 72 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

ADRENAL GLAND, RIGHT : (Comment) artefacts 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PROSTATE GLAND : Infiltration, Lymphocytic; focal, minimal 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PARATHYROID, RIGHT - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1952 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 391 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 73 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HEART : Infiltration, Lymphocytic; focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE 1: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; moderate 
TEST NE, RECTUM : (Comment) artefacts 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PROSTATE GLAND : Infiltration, Lymphocytic; focal, moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767670 
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Report No. 38166 1953 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 392 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 74 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

DNEY, LEFT : Congestion; moderate 

DNEY, LEFT : tubule; Basophilia; focal, mild 

DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

DNEY, RIGHT : Congestion; moderate 

VER : Congestion; moderate 

VER : Infiltration, Lymphocytic; multifocal, minimal 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
UNGS WITH BRONCHI : Infiltration; mixed, multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

TONGUE : Granuloma; hair, single, minimal 


ПОПА к к к 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1954 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 393 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 75 Group: 3- Group 3 Sex Male 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; moderate 
K DNEY, LEFT : (Comment) artefacts 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; mild 

KIDNEY, RIGHT : tubule; Basophilia; multifocal, moderate 

K DNEY, RIGHT : Inflammation, Chronic; interstitial, multifocal, moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

OPTIC NERVE, RIGHT : Hemorrhage; acute, focal, mild 

PROSTATE GLAND : Infiltration, Lymphocytic; multifocal, minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : Dilation; glandular, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1955 


Amendment 


No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 394 


Animal: 76 Group: 3- Group 3 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 


one 


one 


Histopatho 


Histopatho 


o animal details found 
Gross Pathology Observations [Correlation]: 
o observations found 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


logy Animal Details: 


o animal details found 


logy Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


HARDERIA| 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
TEST NE 


N GLAND, LEFT : Inflammation, Chronic; focal, mild 

SITE I : intramuscular / interstitial; Fibrosis; mild 

SITE I : inter- / perimuscular; Fibrosis; mild 

SITE | : subcutis; Inflammation; mixed, moderate 

SITE I : intramuscular / interstitial; Inflammation; mixed, mild 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate 
SITE I : myofiber; Necrosis; multifocal, minimal 

SITE I : myofiber; Degeneration; mild 

SITE 1: subcutis; Edema; moderate 

SITE I : intramuscular / interstitial, Edema; mild 

SITE I : inter- / perimuscular; Edema; moderate 

, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 


K DNEY, LEFT : Congestion; mild 


K DNEY, RI 


GHT : Congestion; mild 


LIVER : Congestion; mild 
LIVER : Hematopoiesis; extramedullary, multifocal, minimal 


LIVER : Infi 


tration, Lymphocytic; multifocal, minimal 


LIVER : periportal; Vacuolation; hepatocellular, minimal 
LUNGS WITH BRONCHI : Hemorrhage; acute, focal, minimal 


LYMPH NO 
LYMPH NO 
LYMPH NO 
LYMPH NO 
LYMPH NO 
LYMPH МО 


DE, CERVICAL : Histocytosis; minimal 

DE, CERVICAL : germinal center; Increased Cellularity; mild 
DE, ILIAC : Histocytosis; minimal 

DE, ILIAC : Plasmacytosis; mild 

DE, LIAC : germinal center; Increased Cellularity; moderate 
DE, MESENTERIC : Histocytosis; mild 


LYMPH NO 
MAMMARY 


DE, MESENTERIC : germinal center; Increased Cellularity; mild 
GLANDS : interstitium; Inflammation; mixed, focal, mild 


NERVE, SCIATIC : perineural; Inflammation; minimal 
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Animal: 76 (Continued) Group: 3- Group 3 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
UTERUS : Dilation; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 


Death Date: 


77 


Necropsy Date: 


08/04/2020 
08/04/2020 


Group: 3 - Group 3 


Dose: Group 3: 10 ug/BNT162a1/animal 


Removal Reason: Killed Terminal 
Study Day (Week) of Death: 
Histo Recorder: (b) (6), (b) (4) 


17 (3) 


Sex Female 


Gross Pathology Animal Details: 


one 


one 


o observations found 


o animal details found 


Histopathology Animal Details: 


o animal details found 


Gross Pathology Observations [Correlation]: 


Gross Pathology - The following Tissues were Not Examined: 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 


n 
in 
in 
in 


ramuscular / in 
ter- / perimuscu 


subcutis; Inflamm 


ramuscular / in 


ramuscular / in 
er- / perimuscu 


K DNEY, LEFT : Congestion; mild 
K DNEY, RIGHT : Congestion; mild 
LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH МОРЕ, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TRACHEA : Infiltration; mixed, minimal 

VAGINA : Keratinization; epithelial, minimal 


его ај; Fibrosis; mild 

ar; Fibrosis; mild 

ation; mixed, moderate 

erstitial; Inflammation; mixed, moderate 


er- / perimuscular; Inflammation; mixed, marked 
yofiber; Degeneration; mild 


его ај; Edema; mild 


ar; Edema; moderate 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, RIGHT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 78 Group: 3- Group 3 

Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 

Histo Recorder: (b) (6), (b) (4) 


17 (3) 


Sex Female 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
NJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (H) 


| NJECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, moderate (H)] 
Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

Мо animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
HARDERIAN GLAND, LEFT : Infiltration; mixed, focal, minimal 


JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Edema; minimal 


JECTION SITE I : Hyperplasia; epidermal, widespread, moderate 
TEST NE, RECTUM : (Comment) artefacts 

K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

K DNEY, LEFT : Inflammation, Chronic; interstitial, focal, minimal 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 


JECTION SITE 1: intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 


JECTION SITE |: inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (G)] 
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Animal: 78 (Continued) Group: 3- Group 3 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 399 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 79 Group: 3- Group 3 Sex Female 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE |: inter- / perimuscular; Inflammation; mixed, moderate (Н) 
| NJECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, moderate (H)] 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 

UTERUS : Dilation (TGL) [UTERUS : Dilation; mild (H)] 

UTERUS : Filled With Liquid : (Comment) clear (TGL) [UTERUS : Dilation; mild (H)] 

ADRENAL GLAND, LEFT : Enlarged (TGL) [ADRENAL GLAND, LEFT : Hypertrophy; cortical, mild (H)] 

ADRENAL GLAND, RIGHT : Enlarged (TGL) [ADRENAL GLAND, RIGHT : Hypertrophy; cortical, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Hypertrophy; cortical, mild [ADRENAL GLAND, LEFT : Enlarged (G)] 
ADRENAL GLAND, RIGHT : Hypertrophy; cortical, mild [ADRENAL GLAND, RIGHT : Enlarged (G)] 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

CERVIX : Keratinization; epithelial, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; marked [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, LEFT : Mineralization; focal, mild 

KIDNEY, RIGHT : Congestion; moderate 
L 
L 


VER : Congestion; mild 

VER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 
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Animal: 79 (Continued) Group: 3- Group 3 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : Vacuolation; multifocal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Dilation; glandular, multifocal, minimal 
TRACHEA : (Comment) artefacts 

UTERUS : Dilation; mild [UTERUS : Filled With Liquid : (Comment) clear (G) | UTERUS : Dilation (G)] 
VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


LACRIMAL GLAND, RIGHT - Not Present 
PARATHYROID, LEFT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 401 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 80 Group: 3- Group 3 Sex Female 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; marked (Н) | 
NJECTION SITE 1 : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, marked (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HARDERIAN GLAND, LEFT : Infiltration; lymphohistiocytic, focal, minimal 

HEART : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated : (Comment) muscle (G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscle (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE 1 : Indurated : (Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked [INJECTION SITE 1: Indurated : (Comment) muscle (С)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; marked | NJECTION SITE I : Indurated : (Comment) muscle (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated : (Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [INJECTION SITE I : Indurated : (Comment) muscle (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
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Animal: 80 (Continued) Group: 3- Group 3 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


MAMMARY GLANDS : interstitium; Inflammation; mixed, multifocal, minimal 
SPLEEN : Congestion; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 403 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 81 Group: 3- Group 3 Sex Female 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (H) | NJECTION SITE I : intramuscular / interstitial; Edema; mild (H) | NJECTION SITE I : subcutis; Edema; moderate (H) | 

NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE 1: inter- / perimuscular; Inflammation; mixed, marked (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 


(Н)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

BONE, STERNUM : (Comment) artefacts 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE |: Indurated (G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked [INJECTION SITE I : Indurated (С)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

DNEY, LEFT : Congestion; moderate 

DNEY, RIGHT : Congestion; moderate 

VER : Congestion; mild 

VER : periportal; Vacuolation; hepatocellular, minimal 

UNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 


поп жож 
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Animal: 81 (Continued) Group: 3- Group 3 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
OPTIC NERVE, LEFT : macrophage; Pigmentation; brown, focal, minimal 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 405 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 82 Group: 3- Group 3 Sex Female 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE | : subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

NJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1 : subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 


(Н)] 
UTERUS : Dilation (TGL) 
UTERUS : Filled With Liquid : (Comment) clear (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE |: intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE 1: Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

TEST NE, CECUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PANCREAS : Infiltration, Lymphocytic; focal, minimal 
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Animal: 82 (Continued) Group: 3- Group 3 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
STOMACH, GLANDULAR : Infiltration, Lymphocytic; focal, minimal 
UTERUS : Dilation; mild 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, RIGHT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767685 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1968 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 407 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 83 Group: 3- Group 3 Sex Female 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

NJECTION SITE 1 : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 


(Н)] 

LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate (H)] 
SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 

UTERUS : Dilation (TGL) 

UTERUS : Filled With Liquid : (Comment) clear (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
CERVIX : Keratinization; epithelial, mild 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE 1: Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : tubule; Cast; hyaline, focal, minimal 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (G)] 
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HISTOPATHOLOGY REPORT PAGE: 408 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 83 (Continued) Group: 3- Group 3 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
MAMMARY GLANDS : interstitium; Inflammation; mixed, focal, mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 
VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1970 
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HISTOPATHOLOGY REPORT PAGE: 409 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 84 Group: 3- Group 3 Sex Female 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE 1: Enlarged (TGL) [INJECTION SITE | : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

NJECTION SITE 1: intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


LYMPH NODE, ШАС : Enlarged (TGL) [LYMPH NODE, ПАС: Plasmacytosis; mild (Н) | LYMPH NODE, ILIAC : germinal center; Increased 
Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

BONE, STERNUM : surrounding tissue; muscle; Infiltration; mixed, focal, mild 

HARDERIAN GLAND, RIGHT : In iltration; mixed, multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE 1: Enlarged (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Enlarged (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Enlarged (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Enlarged (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Enlarged (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

NJECTION SITE I : subcutis; Edema; moderate [INJECTION SITE 1: Enlarged (С)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Enlarged (G)] 

JECTION SITE 1: inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Enlarged (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, LIAC : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
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HISTOPATHOLOGY REPORT PAGE: 410 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 84 (Continued) Group: 3- Group 3 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : Dilation; glandular, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 411 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 85 Group: 3- Group 3 Sex Female 
Dose: Group 3: 10 ug/BNT162a1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE 1: Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | INJECTION SITE I : subcutis; Edema; mild (Н) | INJECTION SITE I : inter- / perimuscular; Edema; minimal (Н) | 
NJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) 
| NJECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | LYMPH NODE, ILIAC : Histocytosis; mild (H) | LYMPH 
ODE, LIAC : germinal center; Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
CERVIX : Keratinization; epithelial, mild 
HARDERIAN GLAND, LEFT : Infiltration; mixed, multifocal, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (G)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE 1: Thickened (С)] 
JECTION SITE |: inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE |: subcutis; Edema; mild [INJECTION SITE 1: Thickened (G)] 

JECTION SITE I : inter- / perimuscular; Edema; minimal [INJECTION SITE I : Thickened (G)] 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ШАС : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, ШАС : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
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HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 412 


Animal: 85 (Continued) Group: 3- Group 3 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


OPTIC NERVE, RIGHT : macrophage; Infiltration; foamy, mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
THYMUS : Hemorrhage; acute, multifocal, minimal 

THYROID, LEFT : Cyst; keratinized, single, minimal 

UTERUS : Dilation; mild 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 
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Animal: 86 Group: 3- Group 3 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, minimal 

HARDERIAN GLAND, RIGHT : Infiltration; mixed, focal, minimal 
NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : (Comment) artefacts 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
OPTIC NERVE, LEFT : macrophage; Pigmentation; brown, focal, minimal 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 
PITUITARY GLAND : pars intermedia; Cyst; minimal 

SPLEEN : Congestion; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 87 Group: 3- Group 3 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, mild 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : tubule; Cast; hyaline, focal, minimal 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 
LYMPH NODE, MESENTERIC : Erythrophagocytosis; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

UTERUS : Dilation; mild 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 
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Animal: 88 Group: 3- Group 3 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

JECTION SITE 1: inter- / perimuscular; Fibrosis; minimal 

JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : Infiltration; lymphohistiocytic, focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : mucosa-associated lymphoid tissue; Hyperplasia; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT 
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Animal: 89 Group: 3- Group 3 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; moderate 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : Mineralization; multifocal, mild 

PEYERS PATCHES : Inflammation, Granulomatous; follicular, multifocal, mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TRACHEA : Infiltration, Lymphocytic; multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 90 Group: 3- Group 3 
Dose: Group 3: 10 ug/BNT162a1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
TEST МЕ, CECUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : Cyst; single, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
THYROID, LEFT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767696 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 1979 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 418 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 91 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (H) | NJECTION SITE I : intramuscular / interstitial; Edema; mild (H) | NJECTION SITE I : subcutis; Edema; moderate (H) | 

NJECTION SITE I : inter- / perimuscular, Edema; moderate (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, marked (Н) | NJECTION 
SITE 1: inter- / perimuscular; Inflammation; mixed, marked (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 


(Н)] 

LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (Н) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; mild (H)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 

None 

Histopathology Animal Details: 

No animal details found 


Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : (Comment) artefacts 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 
JECTION SITE I : subcutis; Inflammation; mixed, marked [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked [INJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial, Edema; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE |: inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Necrosis; focal, mild 

LIVER : Infiltration, Neutrophilic; focal, mild 

LIVER : Infiltration, Lymphocytic; focal, minimal 

LIVER : Vacuolation; hepatocellular, focal, mild 

LUNGS WITH BRONCHI : Ossification; focal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ШАС : Plasmacytosis; moderate [LYMPH NODE, ШАС : Enlarged (G)] 
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HISTOPATHOLOGY REPORT PAGE: 419 
(9?) Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 91 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 420 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 92 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE |: intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
NJECTION SITE I : intramuscular / interstitial; Edema; minimal (H) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; 
mixed, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : (Comment) artefacts 

ADRENAL GLAND, RIGHT : (Comment) artefacts 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 
JECTION SITE 1: perivascular; Inflammation; plasmacytic, multifocal, moderate 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE | : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

DNEY, LEFT : Congestion; mild 

DNEY, LEFT : tubule; Basophilia; multifocal, minimal 

DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

DNEY, RIGHT : Congestion; mild 

VER : Congestion; mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 


г х А А А 
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HISTOPATHOLOGY REPORT PAGE: 421 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 92 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, MESENTERIC : Erythrophagocytosis; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

URINARY BLADDER : Infiltration, Lymphocytic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PARATHYROID, LEFT - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 422 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 93 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, ШАС : Enlarged (TGL) [LYMPH NODE, ПАС: Plasmacytosis; mild (Н) | LYMPH NODE, ILIAC : germinal center; Increased 
Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : subcutis; Inflammation; mixed, moderate 

NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked 

NJECTION SITE I : myofiber; Degeneration; mild 

NJECTION SITE I : subcutis; Edema; moderate 

NJECTION SITE I : intramuscular / interstitial; Edema; minimal 

NJECTION SITE I : inter- / perimuscular; Edema; moderate 

NJECTION SITE I : Hyperplasia; epidermal, widespread, mild 

NTEST NE, CECUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
NTEST NE, RECTUM : (Comment) artefacts 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : Infiltration, Eosinophilic; focal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
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HISTOPATHOLOGY REPORT PAGE: 423 
(9?) Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 93 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology Observations [Correlation] (Continued): 


SPLEEN : Congestion; minimal 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 

MAMMARY GLANDS - Not Present 

OPTIC NERVE, RIGHT - Not Present 

PARATHYROID, LEFT - Not Present 

PARATHYROID, RIGHT - Not Present 

THYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 424 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 94 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


one 


one 


o animal details found 
Gross Pathology Observations [Correlation]: 
o observations found 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Animal Details: 


o animal details found 


Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 


SITEI: 
SITEI: 
SITEI 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 


intramuscular / interstitial; Fibrosis; mild 
inter- / perimuscular; Fibrosis; mild 


: subcutis; Inflammation; mixed, moderate 


intramuscular / interstitial; Inflammation; mixed, moderate 
inter- / perimuscular; Inflammation; mixed, moderate 
myofiber; Degeneration; mild 

subcutis; Edema; mild 
intramuscular / interstitial; Edema; mild 
inter- / perimuscular; Edema; mild 
Hyperplasia; epidermal, widespread, mild 


NTEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; mild 

KIDNEY, LEFT : tubule; Basophilia; focal, minimal 

K DNEY, RIGHT : Congestion; mild 


LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; moderate 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 


PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PROSTATE GLAND : Inflammation; purulent, focal, mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
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HISTOPATHOLOGY REPORT PAGE: 425 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 94 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology Observations [Correlation] (Continued): 
THYMUS : Hemorrhage; acute, multifocal, minimal 
Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 426 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 95 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE |: intramuscular / interstitial; 
Fibrosis; mild (Н) | INJECTION SITE I : subcutis; Edema; mild (Н) | INJECTION SITE |: inter- / perimuscular; Edema; mild (Н) | NJECTION SITE 
| : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate (H)] 


LYMPH МОРЕ, ПАС: Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (Н) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HEART : Infiltration; mixed, focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE | : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; mild 
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Report No. 38166 1988 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 427 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 95 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, ШАС : Plasmacytosis; moderate [LYMPH NODE, ПАС: Enlarged : (Comment) right (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged : (Comment) right (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 
URINARY BLADDER - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 428 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 96 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE |: intramuscular / interstitial; 
Fibrosis; mild (Н) | INJECTION SITE I : subcutis; Edema; mild (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION 
SITE I : intramuscular / interstitial; Edema; mild (Н) | NJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : 
inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, moderate (H)] 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated : (Comment) muscles (G)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (С)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate | NJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE 1: Indurated : (Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE | : Indurated : (Comment) muscles (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, focal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
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Report No. 38166 1990 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 429 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 96 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, focal, minimal 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 430 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 97 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration; mixed, multifocal, minimal 

JECTION SITE 1: subcutis; Inflammation; mixed, mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, mild 

TEST NE, CECUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
TEST NE, CECUM : Infiltration, Eosinophilic; increased, minimal 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 
TEST NE, COLON : Infiltration, Eosinophilic; increased, minimal 

TEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LYMPH NODE, CERVICAL : (Comment) artefacts 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
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Report No. 38166 1992 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 431 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 97 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 
Amendment No. 1 to Final Report 


1993 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 432 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 98 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | INJECTION SITE I : subcutis; Edema; mild (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Edema; mild (Н) | NJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate (H)] 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; mild (H)] 
SPLEEN : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; mild | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Mineralization; focal, minimal 

K DNEY, RIGHT : Congestion; moderate 

KIDNEY, RIGHT : tubule; Basophilia; focal, minimal 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, focal, minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 
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Report No. 38166 1994 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 433 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 98 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; moderate 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES: Mineralization; multifocal, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

PROSTATE GLAND : Infiltration; mixed, focal, mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : Infiltration, Lymphocytic; focal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 
Amendment No. 1 to Final Report 


1995 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 434 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 99 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; marked (Н) | 

NJECTION SITE I : intramuscular / interstitial; Edema; mild (H) | INJECTION SITE I : subcutis; Inflammation; mixed, marked (H) | NJECTION 
SITE 1: inter- / perimuscular; Inflammation; mixed, marked (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 


(Н)] 

LYMPH МОРЕ, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (Н) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; mild (H)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 

None 

Histopathology Animal Details: 

No animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated : (Comment) muscles (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, marked [INJECTION SITE I : Indurated : (Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (G)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked [INJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; marked [INJECTION SITE I : Indurated : (Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [INJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, mild 

LUNGS WITH BRONCHI : Infiltration; lymphohistiocytic, focal, mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; minimal 
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Report No. 38166 1996 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 435 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 99 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1997 (b) (4) 
Amendment No. 1 to Final Report 
HISTOPATHOLOGY REPORT PAGE: 436 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 100 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 
(Н)] 
JECTION SITE 1: Thickened (TGL) [INJECTION SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HEART : Infiltration; lymphohistiocytic, focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION SITE 1: 
Thickened : (Comment) muscles (G)] 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild [INJECTION SITE І: Indurated : (Comment) muscles (G) | INJECTION SITE I : Thickened 
: (Comment) muscles (G)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE | : Indurated : (Comment) muscles (6) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscles (C) | 
JECTION SITE 1: Thickened : (Comment) muscles (G)] 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE | : Indurated : (Comment) muscles (G) | NJECTION 
SITE I : Thickened : (Comment) muscles (G)] 

NJECTION SITE I : myofiber; Degeneration; minimal 

NJECTION SITE I : subcutis; Edema; moderate [INJECTION SITE 1 : Indurated : (Comment) muscles (б) | NJECTION SITE I : Thickened : 
(Comment) muscles (G)] 

NJECTION SITE 1: intramuscular / interstitial; Edema; mild | NJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 

NJECTION SITE I : inter- / perimuscular, Edema; moderate [ NJECTION SITE I : Indurated : (Comment) muscles (б) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 

NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 

NTEST NE, RECTUM: Infiltration, Eosinophilic; increased, mild 

KIDNEY, LEFT : Congestion; moderate 
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Report No. 38166 1998 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 437 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 100 (Continued) Group: 4 - Group 4 Sex Male 


Histopathology Observations [Correlation] (Continued): 


K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

STOMACH, GLANDULAR : Dilation; glandular, multifocal, minimal 
THYMUS : Hemorrhage; acute, focal, mild 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, RIGHT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 1999 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 438 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 101 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; mild 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

TRACHEA : Infiltration, Lymphocytic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767717 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 2000 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 439 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 102 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; focal, minimal 

HEART : Infiltration, Lymphocytic; focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; minimal 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, mild 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : Vacuolation; hepatocellular, multifocal, mild 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

PROSTATE GLAND : Infiltration, Lymphocytic; widespread, mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 


None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767718 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 2001 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 440 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 103 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

TESTIS, RIGHT : Enlarged (TGL) 

Gross Pathology - The following Tissues were Not Examined: 
None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; focal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Oligospermia; mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; minimal 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

KIDNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : Congestion; moderate 

LIVER : Necrosis; focal, minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PROSTATE GLAND : Infiltration, Lymphocytic; multifocal, minimal 
SPLEEN : Congestion; minimal 

TESTIS, LEFT : Dilation; tubular, mild 

TESTIS, RIGHT : Dilation; tubular, moderate 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : (Comment) artefacts 
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Report No. 38166 2002 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 441 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 103 (Continued) Group: 4 - Group 4 Sex Male 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2003 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 442 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 104 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
NJECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : macrophage; alveolus; Infiltration; focal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PROSTATE GLAND : Infiltration, Lymphocytic; multifocal, mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2004 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 443 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 105 Group: 4 - Group 4 Sex Male 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

NJECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
NTEST NE, RECTUM : (Comment) artefacts 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
OPTIC NERVE, RIGHT : macrophage; Infiltration; foamy, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

PROSTATE GLAND : Infiltration, Lymphocytic; focal, minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2005 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 444 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 106 Group: 4 - Group 4 Sex Female 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

NJECTION SITE 1 : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 


(Н)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
CERVIX : Keratinization; epithelial, mild 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

TEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, minimal 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : Infiltration; mixed, focal, minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 
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Report No. 38166 2006 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


HISTOPATHOLOGY REPORT PAGE: 445 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 106 (Continued) Group: 4 - Group 4 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

STOMACH, GLANDULAR : Dilation; glandular, focal, minimal 

UTERUS : Dilation; mild 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 
Amendment No. 1 to Final Report 


2007 


(b) (4) 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 446 


Animal: 


Death Date: 


107 


Necropsy Date: 


02/04/2020 
02/04/2020 


Group: 4- Group 4 
Dose: Group 4: 30 ug/BNT162b1/animal 


Removal Reason: Killed Terminal 
Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 


one 


one 


o animal details found 


o observations found 


Histopathology Animal Details: 


o animal details found 


Gross Pathology Observations [Correlation]: 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


SITEI: 
SITE |: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 
TEST NE, CECUM : Infiltration, Eosinophilic; increased, minimal 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 
TEST NE, COLON : Infiltration, Eosinophilic; increased, minimal 

ITEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 


intramuscular / in 
inter- / perimuscu 
subcutis; Inflamm 
intramuscular / їп 
inter- / perimuscu 


subcutis; Edema; 
intramuscular / ini 
inter- / perimuscu 


K DNEY, LEFT : Congestion; mild 
K DNEY, RIGHT : Congestion; mild 
LIVER : Congestion; moderate 


LIVER : Infi 


его ај; Fibrosis; mild 

ar; Fibrosis; mild 

ation; mixed, moderate 

erstitial; Inflammation; mixed, mild 
ar; Inflammation; mixed, moderate 


myofiber; Degeneration; minimal 


mild 
erstitial; Edema; minimal 
ar; Edema; moderate 


tration, Lymphocytic; multifocal, minimal 


LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, mild 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
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Report No. 38166 2008 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 447 


Animal: 107 (Continued) Group: 4 - Group 4 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


SPLEEN : Congestion; minimal 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 
TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2009 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 448 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 108 Group: 4 - Group 4 Sex Female 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (H) | INJECTION SITE I : intramuscular / interstitial; 
ibrosis; mild (Н) | NJECTION SITE |: inter- / рептизсијаг, Edema; marked (Н) | NJECTION SITE I : subcutis; Edema; moderate (Н) | 
JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, marked (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


m 


JECTION SITE I : Thickened (TGL) [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE I : inter- / perimuscular; Edema; marked (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) 
| INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, marked (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild [INJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION SITE I : Thickened 
: (Comment) muscles (G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Indurated : (Comment) muscles (6) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION 
SITE I : Thickened : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked [INJECTION SITE I : Indurated : (Comment) muscles (G) | INJECTION 
SITE I : Thickened : (Comment) muscles (G)] 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated : (Comment) muscles (б) | NJECTION SITE | : Thickened : 
(Comment) muscles (G)] 
JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated : (Comment) muscles (С) | INJECTION SITE I : 
Thickened : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [ NJECTION SITE I : Indurated : (Comment) muscles (б) | INJECTION SITE |: 
Thickened : (Comment) muscles (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 
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Report No. 38166 2010 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


HISTOPATHOLOGY REPORT PAGE: 449 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 108 (Continued) Group: 4 - Group 4 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2011 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 450 


Animal: 109 Group: 4 - Group 4 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 
o animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H)] 
UTERUS : Dilation (TGL) [UTERUS : Dilation; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : subcutis; Inflammation; mixed, moderate 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE I : subcutis; Edema; mild 

JECTION SITE |: inter- / perimuscular; Edema; mild 

ITEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged : (Comment) right (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; mild 

OPTIC NERVE, RIGHT : macrophage; Pigmentation; brown, focal, minimal 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 

UTERUS : Dilation; mild [UTERUS : Dilation (G)] 
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Report No. 38166 2012 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 451 


Animal: 109 (Continued) Group: 4 - Group 4 


Sex Female 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2013 (b) (4) 
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HISTOPATHOLOGY REPORT PAGE: 452 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 110 Group: 4 - Group 4 Sex Female 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1 : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate (H) | 
NJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
1: subcutis; Edema; mild (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : intramuscular / interstitial; 
Едета; mild (H)] 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; mild (H)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 

None 

Histopathology Animal Details: 

No animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE |: intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 

JECTION SITE |: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (б) 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, LEFT : tubule; Basophilia; focal, minimal 

K DNEY, RIGHT : Congestion; moderate 
L 
L 
L 


VER : Congestion; mild 

VER : periportal; Vacuolation; hepatocellular, mild 

UNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged : (Comment) right (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged : (Comment) right (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 
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Report No. 38166 2014 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 453 


Animal: 110 (Continued) Group: 4 - Group 4 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767732 


Report No. 38166 2015 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


HISTOPATHOLOGY REPORT PAGE: 454 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 111 Group: 4 - Group 4 Sex Female 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

SPLEEN : Enlarged (TGL) 

Gross Pathology - The following Tissues were Not Examined: 
None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
HARDERIAN GLAND, LEFT : Infiltration; lymphohistiocytic, focal, mild 
HARDERIAN GLAND, LEFT : macrophage; Pigmentation; brown, focal, mild 
HEART : (Comment) artefacts 

HEART : Infiltration; mixed, focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : subcutis; Inflammation; mixed, moderate 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE I : subcutis; Edema; moderate 

JECTION SITE I : intramuscular / interstitial, Edema; mild 

JECTION SITE I : inter- / perimuscular; Edema; moderate 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

TEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; minimal 
NERVE, SCIATIC : perineural; Inflammation; minimal 
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Animal: 111 (Continued) Group: 4 - Group 4 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


PANCREAS : acinar cell; Atrophy; focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, mild 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

OPTIC NERVE, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 456 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 112 Group: 4 - Group 4 Sex Female 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate (H) | 
NJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
1: subcutis; Edema; mild (Н) | INJECTION SITE |: inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : intramuscular / interstitial; 
Edema; minimal (H)] 


LYMPH NODE, ШАС : Enlarged (TGL) [LYMPH NODE, ШАС : Plasmacytosis; moderate (Н) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; mild (H)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 

None 

Histopathology Animal Details: 

No animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: Hemorrhage; focal, moderate 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (C)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Cyst; tubular, single, minimal 
KIDNEY, RIGHT : Congestion; moderate 
LIVER : Congestion; mild 
L 
L 
L 
L 


VER : Hematopoiesis; extramedullary, multifocal, minimal 

VER : periportal; Vacuolation; hepatocellular, mild 

UNGS WITH BRONCHI : Hemorrhage; acute, focal, minimal 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, LIAC : Histocytosis; minimal 
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Animal: 112 (Continued) Group: 4 - Group 4 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 113 Group: 4 - Group 4 Sex Female 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : subcutis; Inflammation; mixed, moderate 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate 

JECTION SITE I : intramuscular / interstitial; Edema; mild 

JECTION SITE I : inter- / perimuscular; Edema; moderate 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged : (Comment) right (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged : (Comment) right (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 459 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 114 Group: 4 - Group 4 Sex Female 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 02/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE 1: intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : inter- / 
perimuscular; Edema; moderate (Н) | INJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : intramuscular / interstitial; 
Едета; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

SKELETAL MUSCLE : (Comment) artefacts 
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Animal: 114 (Continued) Group: 4 - Group 4 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


SPLEEN : Congestion; minimal 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
TONGUE : Hemorrhage; acute, focal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 461 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 115 Group: 4 - Group 4 Sex Female 
Dose: Group 4: 30 ug/BNT162b1/animal 

Death Date: 02/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 02/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate (H) | 
NJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
1: inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE |: intramuscular / 
interstitial; Edema; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HARDERIAN GLAND, LEFT : Infiltration; mixed, multifocal, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; minimal 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE 1: Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

TEST NE, СЕСИМ : Infiltration, Eosinophilic; increased, minimal 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

TEST NE, COLON : Infiltration, Eosinophilic; increased, minimal 

TEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 
L 
L 


VER : Hematopoiesis; extramedullary, multifocal, minimal 

VER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Plasmacytosis; moderate 
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HISTOPATHOLOGY REPORT PAGE: 462 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 115 (Continued) Group: 4 - Group 4 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

SALIVARY GLANDS, SUBLINGUAL - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT 
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Animal: 116 Group: 4 - Group 4 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

CERVIX : Keratinization; epithelial, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PANCREAS : Infiltration, Lymphocytic; focal, minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : (Comment) artefacts 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 117 Group: 4 - Group 4 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

LYMPH NODE, LIAC : Enlarged (TGL) 

Gross Pathology - The following Tissues were Not Examined: 
None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; multifocal, mild 
JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

KIDNEY, RIGHT : tubule; Basophilia; focal, minimal 

K DNEY, RIGHT : tubule; Cast; hyaline, focal, minimal 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; moderate 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : (Comment) artefacts 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 118 Group: 4 - Group 4 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, mild 

NJECTION SITE I : intramuscular / interstitial; Fibrosis; minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT 


Б Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 466 


Animal: 119 Group: 4 - Group 4 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : (Comment) artefacts 

ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

ADRENAL GLAND, RIGHT : (Comment) artefacts 

ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

CERVIX : Keratinization; epithelial, minimal 

JECTION SITE 1: inter- / perimuscular; Fibrosis; minimal 

JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
NTEST NE, CECUM : mucosa-associated lymphoid tissue; Hyperplasia; minimal 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : Inflammation, Granulomatous; follicular, focal, mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2028 
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(b) (4) 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 467 


Animal: 120 Group: 4 - Group 4 
Dose: Group 4: 30 ug/BNT162b1/animal 
Death Date: 23/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 23/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

CERVIX : Keratinization; epithelial, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PARATHYROID, RIGHT - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 468 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 121 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Enlarged (TGL) [INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / perimuscular; 
Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION SITE I : inter- / 
perimuscular; Fibrosis; mild (H) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (H) | NJECTION SITE I : subcutis; Edema; 

moderate (H) | INJECTION SITE |: inter- / регітизсШаг; Edema; moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (H)] 


LYMPH NODE, LIAC : Enlarged (TGL) 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, mild (H)] 

NJECTION SITE II : Enlarged (TGL) [INJECTION SITE ІІ: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE II: inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | NJECTION 
SITE II : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE II : 
intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : subcutis; Edema; marked (Н) | INJECTION SITE II : inter- / perimuscular; 
Edema; marked (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, moderate 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

EYE, LEFT : (Comment) artefacts 

HARDERIAN GLAND, RIGHT : In iltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Enlarged (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Enlarged (G)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Enlarged (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Enlarged (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE | : Enlarged (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Enlarged (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE | : Enlarged (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Enlarged (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; marked [ NJECTION SITE II : Enlarged (С)] 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 469 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 121 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Enlarged (G)] 

JECTION SITE II : inter- / perimuscular, Edema; marked [INJECTION SITE II : Enlarged (G)] 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Enlarged (G)] 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Enlarged (G)] 

JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Enlarged (б) 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Enlarged (G)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Enlarged (б) 
TEST МЕ, CECUM : Infiltration, Eosinophilic; increased, minimal 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

TEST NE, COLON : Infiltration, Eosinophilic; increased, minimal 

TEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

DNEY, LEFT : Congestion; mild 

DNEY, RIGHT : Congestion; mild 

DNEY, RIGHT : subcapsular; Infiltration, Neutrophilic; focal, minimal 

VER : Congestion; moderate 

VER : periportal; Vacuolation; hepatocellular, minimal 

VER : kupffer cell; Pigmentation; brown, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 


г г г ж к 


LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, ПАС: germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
LYMPH NODE, RENAL : Histocytosis; mild 

LYMPH NODE, RENAL : macrophage; Pigmentation; brown, focal, minimal 


LYMPH NODE, RENAL : germinal center; Increased Cellularity; minimal 
NERVE, SCIATIC : perineural; Inflammation; minimal 

PANCREAS : Infiltration, Lymphocytic; focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Hematopoiesis; increased, mild [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 470 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 122 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; focal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE | : subcutis; Inflammation; mixed, moderate 

NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate 
NJECTION SITE I : myofiber; Degeneration; mild 

NJECTION SITE I : subcutis; Edema; moderate 

NJECTION SITE I : intramuscular / interstitial; Edema; mild 

NJECTION SITE I : inter- / perimuscular; Edema; moderate 

NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 

NJECTION SITE II : myofiber; Degeneration; mild 

NJECTION SITE II : Hyperplasia; epidermal, widespread, moderate 
NJECTION SITE II : subcutis; Edema; mild 

NJECTION SITE II : intramuscular / interstitial, Edema; mild 

NJECTION SITE II : inter- / perimuscular; Edema; moderate 

NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

NJECTION SITE II : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE II : subcutis; Inflammation; mixed, moderate 

NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 
NTEST NE, CECUM : Infiltration, Eosinophilic; increased, minimal 

NTEST NE, COLON : Infiltration, Eosinophilic; increased, minimal 

NTEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, LEFT : tubule; Cast; hyaline, multifocal, minimal 
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HISTOPATHOLOGY REPORT PAGE: 471 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 122 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


K DNEY, RIGHT : Congestion; mild 

KIDNEY, RIGHT : tubule; Basophilia; focal, minimal 

LIVER : Congestion; moderate 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Infiltration, Eosinophilic; minimal 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : (Comment) artefacts 

NERVE, SCIATIC : perineural; Inflammation; minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SEMINAL VESICLES : surrounding tissue; fat; Infiltration; mixed, focal, moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 472 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 123 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, mild (Н) | INJECTION SITE |: inter- / perimuscular; 
Inflammation; mixed, minimal (Н) | NJECTION SITE I : inter- / perimuscular; Fibrosis; mild (H)] 

LYMPH NODE, LIAC : Enlarged (TGL) 


SPLEEN : Enlarged (TGL) 


NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, mild (Н) | INJECTION SITE II : 
inter- / perimuscular; Inflammation; mixed, moderate (H) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (H) | 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (H) | NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (H)| NJECTION SITE 
11: intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : inter- / perimuscular; Edema; moderate (Н) | NJECTION SITE II : subcutis; 
Едета; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE 1: inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated : (Comment) muscle (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, mild [INJECTION SITE | : Indurated : (Comment) muscle (G)] 

JECTION SITE I : inter- / perimuscular; Inflammation; lymphocytic, focal, moderate 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, minimal [INJECTION SITE 1: Indurated : (Comment) muscle (G)] 
JECTION SITE 1: myofiber; Degeneration; minimal 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, mild 

JECTION SITE II : subcutis; Edema; mild [ NJECTION SITE II : Indurated : (Comment) muscle (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated : (Comment) muscle (б)) 

JECTION SITE II : inter- / perimuscular; Edema; moderate [INJECTION SITE II : Indurated : (Comment) muscle (С)] 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated : (Comment) muscle (С)] 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE ІІ: Indurated : (Comment) muscle (G)] 

JECTION SITE II : subcutis; Inflammation; mixed, mild [INJECTION SITE II : Indurated : (Comment) muscle (G)] 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated : (Comment) muscle (G)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Indurated : (Comment) muscle (G)] 
TEST NE, RECTUM : (Comment) artefacts 
K DNEY, LEFT : Congestion; moderate 
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HISTOPATHOLOGY REPORT PAGE: 473 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 123 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


KIDNEY, LEFT : tubule; Basophilia; focal, minimal 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
MAMMARY GLANDS : (Comment) including lymph node, subcutis, dermis 
MAMMARY GLANDS : interstitium; Inflammation; mixed, focal, moderate 
NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 474 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 124 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 


Necropsy Date: 08/04/2020 Study Day (Week) of Death: 


Histo Recorder: 


17 (3) 


(b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


: subcutis; Edema; moderate (H) | INJECTION SITE I : inter- / perimuscular; 
interstitial; Edema; mild (H)] 


LYMPH NODE, LIAC : Enlarged (TGL) 


о— 


perimuscular; Edema; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 


None 


JECTION SITE 1: Thickened (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (H) 
| INJECTION SITE І: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 


Edema; moderate (H) | NJECTION SITE I : intramuscular / 


JECTION SITE Il : Thickened (TGL) [ NJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE II : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (Н) 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION 
TE II : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : subcutis; Edema; marked (Н) | INJECTION SITE II : inter- / 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

EYE, RIGHT : (Comment) artefacts 


JECTION SITE 1: inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION S 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal 


JECTION SITE 1: myofiber; Degeneration; mild 


JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (G)] 


Thickened (G)] 
TE 1: Thickened (G)] 


, moderate [INJECTION SITE I : Thickened (G)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G)] 


JECTIO 
JECTIO 
JECTIO 


SITEI 
SITEI: 
SITEI: 


: subcutis; Edema; 


intramuscular / ini 
inter- / perimuscu 


moderate [INJECTION SITE | : Thickened (G)] 
erstitial; Edema; mild [ NJECTION SITE I : Thickened (G)] 
аг, Edema; moderate | NJECTION SITE 1: Thickened (G)] 


JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 
JECTION SITE II : myofiber; Degeneration; mild 
JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 


JECTION SITE II : subcutis; Edema; marked [ NJECTION SITE II : Thickened (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Thickened (С 
JECTION SITE II : inter- / perimuscular; Edema; moderate [INJECTION SITE ІІ: Thickened (С 
JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Thickened (G)] 


| 
] 
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HISTOPATHOLOGY REPORT PAGE: 475 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 124 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Thickened (G)] 
JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Thickened (G)] 
JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate | NJECTION SITE II : Thickened (G)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Thickened (G)] 
DNEY, LEFT : Congestion; moderate 

DNEY, RIGHT : Congestion; moderate 

DNEY, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

VER : Congestion; moderate 

VER : Infiltration, Lymphocytic; multifocal, minimal 

VER : periportal; Vacuolation; hepatocellular, minimal 

UNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; marked 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : Infiltration, Eosinophilic; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


с го = ~ ~ ж 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 476 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 125 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


one 


one 


o animal details found 
Gross Pathology Observations [Correlation]: 
o observations found 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Animal Details: 


o animal details found 


Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, mild 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


JECTIO 


TEST NE, 
TEST NE, 
TEST NE, 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; focal, minimal 


SITE I : intramuscular / interstitial; Fibrosis; mild 

SITE I : inter- / perimuscular; Fibrosis; mild 

SITE I : subcutis; Inflammation; mixed, moderate 

SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate 
SITE I : myofiber; Degeneration; mild 

SITE 1: subcutis; Edema; moderate 

SITE I : intramuscular / interstitial, Edema; mild 

SITE I : inter- / perimuscular, Edema; moderate 

SITE I : Hyperplasia; epidermal, widespread, moderate 

SITE II : myofiber; Degeneration; mild 

SITE II : Hyperplasia; epidermal, widespread, moderate 
SITE II : subcutis; Edema; marked 

SITE II : intramuscular / interstitial; Edema; mild 

SITE II : inter- / perimuscular, Edema; marked 

SITE II : intramuscular / interstitial; Fibrosis; mild 

SITE II : inter- / perimuscular; Fibrosis; mild 

SITE II : subcutis; Inflammation; mixed, moderate 

SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
SITE II : inter- / perimuscular; Inflammation; mixed, moderate 
CECUM : Infiltration, Eosinophilic; increased, minimal 
COLON : Infiltration, Eosinophilic; increased, minimal 
RECTUM : In iltration, Eosinophilic; increased, minimal 


K DNEY, LEFT : Congestion; mild 
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HISTOPATHOLOGY REPORT PAGE: 477 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 125 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Inflammation; moderate 

LYMPH МОРЕ, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 478 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 126 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate (H) | 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | NJECTION SITE |: intramuscular / 
interstitial; Edema; mild (H)] 

LYMPH NODE, LIAC : Enlarged (TGL) 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, mild (H)] 

JECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE 
11: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | 
JECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II: intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
Il : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : inter- / perimuscular; Edema; marked (Н) | INJECTION SITE II : subcutis; 
Edema; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

NJECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial, Edema; mild [ NJECTION SITE I : Indurated (G)] 

NJECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 

NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 

NJECTION SITE II : myofiber; Degeneration; mild 

NJECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

NJECTION SITE II : subcutis; Edema; moderate | NJECTION SITE II : Indurated (G)] 

NJECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated (G)] 

NJECTION SITE II : inter- / perimuscular, Edema; marked [INJECTION SITE II : Indurated (G)] 

NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated (С)] 
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HISTOPATHOLOGY REPORT PAGE: 479 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 126 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : 
NJECTION SITE II : 
JECTION SITE II : 
JECTION SITE II : 


inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Indurated (С)] 

subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 
intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated (G)] 
inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (С)] 


K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Inflammation, Chronic; interstitial, focal, minimal 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 


LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; moderate 


PEYERS PATCHES 


: germinal center; Increased Cellularity; moderate 


SPLEEN : Hematopoiesis; increased, mild [SPLEEN : Enlarged (6)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 480 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 127 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 


Histo Recorder: 


(b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, mild (Н) | INJECTION SITE I : inter- / perimuscular; 


Inflammation; mixed, multifocal, moderate (H) | INJECTION SITE I 
1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intr 


: intramuscular / interstitial; Inflammation; mixed, mild (H) | NJECTION SITE 
amuscular / interstitial; Fibrosis; minimal (H)] 


NJECTION SITE I : Thickened (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, mild (Н) | INJECTION SITE |: inter- / perimuscular; 


Inflammation; mixed, multifocal, moderate (H) | INJECTION SITE I 
1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intr 
LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Pla: 
NODE, LIAC : germinal center; Increased Cellularity; mild (H)] 
ADRENAL GLAND, LEFT : Enlarged (TGL) 

ADRENAL GLAND, RIGHT : Enlarged (TGL) 


: intramuscular / interstitial; Inflammation; mixed, mild (Н) | NJECTION SITE 
amuscular / interstitial; Fibrosis; minimal (H)] 


smacytosis; mild (H) | LYMPH NODE, ILIAC : Inflammation; mild (H) | LYMPH 


NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 
Il: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 


Il : intramuscular / interstitial; Edema; mild (Н) | NJECTION SITE I 
Edema; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 


None 


1: subcutis; Edema; mild (Н) | NJECTION SITE II: inter- / perimuscular; 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammai 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellular 
EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
EYE, RIGHT : (Comment) artefacts 

JECTION SITE I : intramuscular / interstitial; Fibrosis; minimal [I 
muscle (G) 


ion; mixed, focal, mild 
ity; minimal 


JECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : (Comment) 


JECTION SITE I : inter- / perimuscular; Fibrosis; mild [МЈЕСТО 
(G)] 


(G)) 


(Comment) muscle (G)] 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, mu 
Indurated : (Comment) muscle (G)] 

JECTION SITE 1: myofiber; Degeneration; mild 


SITE |: Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle 


JECTION SITE 1: subcutis; Inflammation; mixed, mild | NJECTION SITE 1: Thickened (б) | INJECTION SITE |: Indurated : (Comment) muscle 


JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Thickened (б) | INJECTION SITE I : Indurated : 


Itifocal, moderate [INJECTION SITE | : Thickened (G) | INJECTION SITE I : 


JECTION SITE I : Hyperplasia; epidermal, widespread, moderate 
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HISTOPATHOLOGY REPORT PAGE: 481 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 127 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; mild [ NJECTION SITE II : Indurated : (Comment) muscle (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated : (Comment) muscle (С)] 

JECTION SITE II : inter- / perimuscular; Edema; moderate [INJECTION SITE II : Indurated : (Comment) muscle (С)] 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated : (Comment) muscle (G)] 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE ІІ: Indurated : (Comment) muscle (G)] 

JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE ІІ: Indurated : (Comment) muscle (G)] 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated : (Comment) muscle (G)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Indurated : (Comment) muscle (G)] 
K DNEY, LEFT : Congestion; moderate 
KIDNEY, RIGHT : Congestion; moderate 
L 
L 


VER : Congestion; moderate 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (6)] 
LYMPH NODE, ШАС : Inflammation; mild [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PROSTATE GLAND : Infiltration, Lymphocytic; focal, minimal 

SKIN : subcutaneous; Infiltration; mixed, focal, mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 482 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 128 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


No animal details found 


Gross Pathology Observations [Correlation]: 
SPLEEN : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 


None 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 


Histopathology Animal Details: 


No animal details found 


Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, minimal 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


BONE, STERNUM : surrounding tissue; muscle; Infiltration; mixed, multifocal, mild 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild 
JECTION SITE I : subcutis; Inflammation; mixed, moderate 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate 
JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE I : subcutis; Edema; moderate 
JECTION SITE I : intramuscular / interstitial, Edema; mild 
JECTION SITE I : inter- / perimuscular; Edema; moderate 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 
JECTION SITE II : myofiber; Degeneration; mild 
JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 
JECTION SITE II : subcutis; Edema; moderate 
JECTION SITE II : intramuscular / interstitial; Edema; mild 
JECTION SITE II : inter- / perimuscular; Edema; moderate 
JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 
JECTION SITE II : inter- / perimuscular; Fibrosis; mild 
JECTION SITE II : subcutis; Inflammation; mixed, moderate 
JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 


K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, minimal 
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HISTOPATHOLOGY REPORT PAGE: 483 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 128 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, ПАС: germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : Infiltration; mixed, multifocal, minimal 
SKELETAL MUSCLE : myofiber; Necrosis; multifocal, minimal 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 484 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 129 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (ТОД [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (H) 
| INJECTION SITE І: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | NJECTION SITE |: intramuscular / 
interstitial; Edema; mild (H)] 

LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : Inflammation; moderate 
(H) | LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate (H)] 

JECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 
: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, 
oderate (Н) | INJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | 
JECTION SITE II : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : subcutis; Edema; moderate (Н) | INJECTION SITE II : 
inter- / perimuscular; Edema; moderate (H)] 


== 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

EYE, RIGHT : (Comment) artefacts 

HARDERIAN GLAND, RIGHT : Infiltration, Lymphocytic; focal, minimal 

HEART : Infiltration, Lymphocytic; focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE 1: Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate [INJECTION SITE II : Indurated (G)] 
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Report No. 38166 2046 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 485 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 129 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated (G)] 
JECTION SITE II : inter- / perimuscular, Edema; moderate [INJECTION SITE II : Indurated (G)] 
JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 
JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 
JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 


JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 
TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Inflammation; moderate [LYMPH NODE, ПАС: Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

MAMMARY GLANDS : interstitium; Inflammation; mixed, focal, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PROSTATE GLAND - No Section 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate | NJECTION SITE II : Indurated (G)] 
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Report No. 38166 2047 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 486 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 130 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, minimal (Н) | INJECTION 
SITE | : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; 
Edema; mild (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Edema; 
minimal (H)] 
LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; mild (H) | LYMPH NODE, ILIAC : germinal center; Increased 
Cellularity; moderate (H)] 

SPLEEN : Enlarged (TGL) 

ADRENAL GLAND, LEFT : Enlarged (TGL) 

ADRENAL GLAND, RIGHT : Enlarged (TGL) 

NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (H) | NJECTION SITE 
Il: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, 
moderate (H) | INJECTION SITE II : inter- / perimuscular; Fibrosis; mild (H) | NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (H) | 
NJECTION SITE II : intramuscular / interstitial; Edema; mild (Н) | NJECTION SITE II : inter- / perimuscular; Edema; moderate (Н) | INJECTION 
SITE II : subcutis; Edema; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscle (G)] 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscle (G)] 

NJECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated : (Comment) muscle (С)] 

NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, minimal [INJECTION SITE I : Indurated : (Comment) muscle (G)] 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated : (Comment) muscle (G)] 
NJECTION SITE I : myofiber; Degeneration; mild 

NJECTION SITE I : subcutis; Edema; mild [INJECTION SITE I : Indurated : (Comment) muscle (G)] 

NJECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated : (Comment) muscle (G)] 
NJECTION SITE I : inter- / perimuscular, Edema; moderate | NJECTION SITE I : Indurated : (Comment) muscle (С)] 

NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 

NJECTION SITE II : myofiber; Degeneration; mild 

NJECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

NJECTION SITE II : subcutis; Edema; moderate | NJECTION SITE II : Indurated : (Comment) muscle (G)] 

NJECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated : (Comment) muscle (G)] 

NJECTION SITE II : inter- / perimuscular, Edema; moderate [INJECTION SITE II : Indurated : (Comment) muscle (G)] 
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Amendment No. 1 to Final Report 
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HISTOPATHOLOGY REPORT PAGE: 487 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 130 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated : (Comment) muscle (G)] 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Indurated : (Comment) muscle (G)] 

JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated : (Comment) muscle (G)] 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate | NJECTION SITE II : Indurated : (Comment) muscle 
(С)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Indurated : (Comment) muscle (С)] 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PARATHYROID, RIGHT - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2049 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 488 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 131 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 29/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild (H) | LYMPH NODE, ILIAC : germinal 
center; Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Infiltration, Lymphocytic; focal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; minimal 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

JECTION SITE II : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE II : inter- / perimuscular; Fibrosis; minimal 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 


None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2050 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 489 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 132 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


LYMPH NODE, ПАС: Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; mild (Н) | LYMPH NODE, LIAC : Plasmacytosis; minimal (Н) | 
LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild (H) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE 1: inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 

JECTION SITE II : intramuscular / interstitial; Fibrosis; multifocal, mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

TEST NE, RECTUM : (Comment) artefacts 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : tubule; Cast; hyaline, focal, minimal 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Plasmacytosis; minimal [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
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Report No. 38166 2051 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 490 
(9?) Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 132 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Amendment No. 1 to Final Report 
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HISTOPATHOLOGY REPORT PAGE: 491 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 133 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 29/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; mild (H) | LYMPH NODE, LIAC : Infiltration; macrophage, 
multifocal, mild (Н) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

DRENAL GLAND, LEFT : Infiltration, Lymphocytic; focal, minimal 

PIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

YE, LEFT : (Comment) artefacts 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, mild 

JECTION SITE II : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 

TEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, ILIAC : Infiltration; macrophage, multifocal, mild [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 


mm > 
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Report No. 38166 2053 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 492 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 133 (Continued) Group: 5- Group 5 Sex Male 


Histopathology Observations [Correlation] (Continued): 


PROSTATE GLAND : Inflammation; purulent, focal, minimal 
SPLEEN : Congestion; minimal 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2054 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 493 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 134 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


LYMPH NODE, ПАС: Enlarged (TGL) [LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild (Н) | LYMPH NODE, ILIAC : 


Histocytosis; mild (H) | LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal (H)] 
Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 

None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE 1: inter- / perimuscular; Fibrosis; minimal 

JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE II : intramuscular / interstitial; Fibrosis; minimal 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ШАС : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, ILIAC : germinal center; Increased Cellularity; minimal [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

SALIVARY GLANDS, PAROTIS - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 494 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 135 Group: 5- Group 5 Sex Male 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; moderate (H) | LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | 
LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild (H) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BRA N, CEREBELLUM : (Comment) artefacts 

BRA М, CEREBRUM : (Comment) artefacts 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 

JECTION SITE II : inter- / perimuscular; Fibrosis; minimal 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, LIAC : Histocytosis; moderate [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : Dilation; glandular, focal, minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 
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HISTOPATHOLOGY REPORT PAGE: 495 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 135 (Continued) Group: 5- Group 5 Sex Male 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 136 Group: 5- Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, mild (Н)] 
Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : subcutis; Inflammation; mixed, moderate 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate 
JECTION SITE I : myofiber; Necrosis; focal, mild 

JECTION SITE 1: myofiber; Degeneration; minimal 

JECTION SITE I : subcutis; Edema; moderate 

JECTION SITE I : intramuscular / interstitial; Edema; mild 

JECTION SITE I : inter- / perimuscular; Edema; moderate 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; minimal 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Edema; mild 

JECTION SITE II : inter- / perimuscular; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 

K DNEY, LEFT : Congestion; mild 
K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
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HISTOPATHOLOGY REPORT PAGE: 497 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 136 (Continued) Group: 5- Group 5 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : Infiltration; mixed, focal, minimal 

SKELETAL MUSCLE : myofiber; Necrosis; focal, minimal 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Hematopoiesis; increased, mild [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

LYMPH NODE, LIAC - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 498 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 137 Group: 5- Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; minimal (Н) | INJECTION SITE |: 
subcutis; Edema; mild (Н) | NJECTION SITE I : inter- / perimuscular; Edema; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Edema; 
minimal (H)] 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Histocytosis; mild (H) | LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | LYMPH 
ODE, LIAC : germinal center; Increased Cellularity; moderate (H)] 


SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, mild 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; minimal [INJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated : (Comment) muscles (G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE | : Indurated : (Comment) muscles (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE 1 : Indurated : (Comment) muscles (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate | NJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE 1: myofiber; Degeneration; minimal 

JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE 1: Indurated : (Comment) muscles (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Indurated : (Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Edema; mild | NJECTION SITE I : Indurated : (Comment) muscles (С)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, mild 

JECTION SITE II : subcutis; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Edema; mild 

JECTION SITE II : inter- / perimuscular, Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 
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HISTOPATHOLOGY REPORT PAGE: 499 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 137 (Continued) Group: 5- Group 5 Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 
NTEST NE, CECUM : Infiltration, Eosinophilic; increased, minimal 

NTEST NE, COLON: Infiltration, Eosinophilic; increased, minimal 

NTEST NE, RECTUM: In iltration, Eosinophilic; increased, minimal 

NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : macrophage; Pigmentation; brown, minimal 
LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ШАС : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, LIAC : Infiltration, Eosinophilic; minimal 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : Infiltration, Eosinophilic; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : Infiltration; lymphohistiocytic, focal, minimal 

NERVE, SCIATIC : perineural; Inflammation; moderate 

SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TRACHEA : Infiltration; mixed, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PEYERS PATCHES - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 500 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 138 Group: 5- Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE 1: intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; 
Edema; mild (Н) | INJECTION SITE I : inter- / perimuscular; Edema; mild (Н) | NJECTION SITE 1: intramuscular / interstitial; Edema; mild (H)] 


NJECTION SITE I : Thickened (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; 
Edema; mild (Н) | INJECTION SITE I : inter- / perimuscular; Edema; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Edema; mild (H)] 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; mild (H) | LYMPH NODE, ILIAC : Inflammation; mild (H) | LYMPH 
NODE, LIAC : germinal center; Increased Cellularity; mild (H)] 


1: inter- / perimuscular; Inflammation; mixed, 


3 


JECTION SITE II : intramuscular / interstitial 


JECTION SITE II : Indurated : (Comment) muscle (ТОД [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 


moderate (H) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, 


oderate (Н) | INJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | 


; Edema; mild (Н) | NJECTION SITE II : inter- / perimuscular; Edema; moderate (Н) | INJECTION 


SITE II : subcutis; Edema; moderate (H)] 


JECTION SITE II : Thickened (TGL) | NJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE II : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (H) 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION 
TE II : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE II : 
subcutis; Edema; moderate (H)] 


о— 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE 1 : Thickened (б) | INJECTION SITE 1 : Indurated : (Comment) 
muscles (G)] 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild [INJECTION SITE I : Thickened (С) | NJECTION SITE I : Indurated : (Comment) muscles 
(6) 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (С) | NJECTION SITE I : Indurated : (Comment) 
muscles (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Thickened (б) | INJECTION SITE I : Indurated : 
(Comment) muscles (G)] 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (С) | INJECTION SITE I : Indurated : 
(Comment) muscles (G)] 
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HISTOPATHOLOGY REPORT PAGE: 501 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 138 (Continued) Group: 5- Group 5 Sex Female 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscles (G)] 


NJECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE 1 : Thickened (6) | NJECTION SITE I : Indurated : (Comment) 
muscles (G)] 
JECTION SITE 
(G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 
JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 


: inter- / perimuscular; Edema; mild [INJECTION SITE | : Thickened (G) | INJECTION SITE 1 : Indurated : (Comment) muscles 


JECTION SITE II : subcutis; Edema; moderate [ NJECTION SITE II : Thickened (G) | INJECTION SITE II : Indurated : (Comment) muscles (б)) 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE ІІ: Thickened (С) | INJECTION SITE II : Indurated : (Comment) 
muscles (С) 

JECTION SITE II : inter- / perimuscular; Edema; moderate [ NJECTION SITE II : Thickened (G) | INJECTION SITE II : Indurated : (Comment) 
muscles (С) 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE ІІ: Thickened (б) | INJECTION SITE II : Indurated : (Comment) 
muscles (G) 

NJECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Thickened (С) | INJECTION SITE II : Indurated : (Comment) 
muscles (G) 

NJECTION SITE II : subcutis; Inflammation; mixed, moderate [ NJECTION SITE II : Thickened (С) | INJECTION SITE II : Indurated : (Comment) 
muscles (G) 

NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate | NJECTION SITE II : Thickened (G) | NJECTION 
SITE II : Indurated : (Comment) muscles (G)] 

NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Thickened (б) | NJECTION SITE II : Indurated 
: (Comment) muscles (G)] 


KIDNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : macrophage; Pigmentation; brown, minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 

LYMPH NODE, LIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, ШАС : Inflammation; mild [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PARATHYROID, LEFT : Fibrosis; interstitial, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

URINARY BLADDER : Infiltration, Lymphocytic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 138 (Continued) Group: 5- Group 5 Sex Female 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 139 Group: 5- Group 5 


Dose: Group 5: 100 ug/BNT162b1/animal 


Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Thickened (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; 
Edema; moderate (Н) | INJECTION SITE |: intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE I : inter- / perimuscular; Edema; 


moderate (H)] 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; mild (H) | LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | 
LYMPH NODE, LIAC : Inflammation; moderate (H) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; mild (H)] 


SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 


NJECTION SITE ІІ: Thickened (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, mild (Н) | INJECTION SITE II : inter- / perimuscular; 
Inflammation; mixed, moderate (Н) | INJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION SITE II : inter- / 
perimuscular; Fibrosis; mild (H) | INJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (H) | NJECTION SITE II : intramuscular / 

interstitial; Edema; minimal (Н) | NJECTION SITE II : subcutis; Edema; mild (Н) | NJECTION SITE II: inter- / perimuscular; Edema; moderate 


(Н) 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, mild 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EYE, LEFT : (Comment) artefacts 


JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (G)] 


JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; minimal 

JECTION SITE II : Hyperplasia; epidermal, widespread, mild 

JECTION SITE II : subcutis; Edema; mild [ NJECTION SITE II : Thickened (б) 


JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (G)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Thickened (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G)] 


JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (G)] 


JECTION SITE II : intramuscular / interstitial; Edema; minimal | NJECTION SITE ІІ: Thickened (G)] 
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Animal: 139 (Continued) Group: 5- Group 5 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : inter- / perimuscular; Edema; moderate [INJECTION SITE II : Thickened (G)] 
NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE ІІ: Thickened (G)] 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Thickened (б) 
NJECTION SITE II : subcutis; Inflammation; mixed, mild [INJECTION SITE ІІ: Thickened (G)] 
NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Thickened (G)] 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Thickened (G)] 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ШАС : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, ILIAC : Plasmacytosis; moderate [LYMPH NODE, ШАС : Enlarged (G)] 

LYMPH NODE, ШАС : Inflammation; moderate [LYMPH NODE, ШАС : Enlarged (G)] 

LYMPH NODE, ШАС : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

MAMMARY GLANDS : interstitium; Inflammation; mixed, minimal 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (С)] 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 505 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 140 Group: 5- Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 


Histo Recorder: 


(b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


interstitial; Edema; mild (H)] 


Increased Cellularity; mild (H)] 
SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, 


о— 


TE II : intramuscular / interstitial; Edema; mild (Н) | INJECTION 
subcutis; Edema; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined 


None 


JECTION SITE I : Thickened (TGL) [INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (H) 
| INJECTION SITE І: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | NJECTION SITE |: intramuscular / 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : germinal center; 


mild (H) | LYMPH NODE, LIAC : Inflammation; moderate (H)] 


JECTION SITE II : Thickened (TGL) | NJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE II : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (Н) 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE ІІ: intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION 


SITE II : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE Il : 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 
Histopathology Animal Details: 
No animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
BONE, STERNUM : surrounding tissue; muscle; Infiltration; mixed, focal, mild 


JECTION SITE 1: myofiber; Degeneration; mild 


JECTION SITE II : myofiber; Degeneration; mild 


JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (G)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [INJECTION SITE I : Thickened (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G)] 


JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 


JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate [INJECTION SITE II : Thickened (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE ІІ: Thickened (G)] 
JECTION SITE II : inter- / perimuscular; Edema; moderate [INJECTION SITE II : Thickened 
JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Thickened (G)] 


G 


] 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 140 (Continued) Group: 5- Group 5 Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Thickened (G)] 
NJECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Thickened (G)] 
NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate | NJECTION SITE ІІ: Thickened (G)] 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE ІІ: Thickened (G)] 
NTEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Inflammation; moderate [SPLEEN : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Hematopoiesis; increased, mild [SPLEEN : Enlarged (6)] 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 141 Group: 5- Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
o animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; mild (H) | LYMPH NODE, LIAC : Inflammation; mild (H) | LYMPH 
ODE, ПАС: Plasmacytosis; mild (Н) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; mild (H)] 
SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, moderate 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

CERVIX : Keratinization; epithelial, minimal 

EYE, LEFT : (Comment) artefacts 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : subcutis; Inflammation; mixed, moderate 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE I : subcutis; Edema; moderate 

JECTION SITE I : intramuscular / interstitial; Edema; mild 

JECTION SITE I : inter- / perimuscular; Edema; moderate 

JECTION SITE | : Hyperplasia; epidermal, widespread, mild 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Edema; mild 

JECTION SITE II : inter- / perimuscular; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 
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Animal: 141 (Continued) Group: 5- Group 5 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ШАС : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Inflammation; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SKIN : dermis; subcutis; Infiltration; mixed, moderate 

SPLEEN : Congestion; minimal 
SPLEEN : Hematopoiesis; increased, mild [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
THYMUS : Hemorrhage; acute, multifocal, minimal 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
URINARY BLADDER - Insufficient Tissue To Evaluate 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 142 Group: 5- Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Thickened (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; 
Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Edema; 
mild (H)] 

LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; mild (H) | LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate (H)] 

NERVE, SCIATIC : (Comment) left 

NERVE, SCIATIC : Adhesion : (Comment) to injection site | (TGL) [NERVE, SCIATIC : perineural; Inflammation; moderate (Н)] 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 


NJECTION SITE II : Thickened (TGL) [ NJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE II: inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | NJECTION 
SITE II : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE II: 
intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : inter- / perimuscular, Edema; moderate (Н) | INJECTION SITE II : subcutis; 
Edema; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 


No animal details found 
Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (G)] 

JECTION SITE 1: inter- / perimuscular; Fibrosis; mild | NJECTION SITE | : Thickened (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate [INJECTION SITE ІІ: Thickened (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Thickened (G)] 
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Animal: 142 (Continued) Group: 5- Group 5 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : inter- / perimuscular; Edema; moderate [INJECTION SITE II : Thickened (G)] 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Thickened (G)] 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Thickened (G)] 

JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Thickened (G)] 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Thickened (G)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Thickened (G)] 
TEST NE, СЕСИМ : Infiltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : Ossification; focal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 


NERVE, SCIATIC : perineural; Inflammation; moderate [NERVE, SCIATIC : Adhesion : (Comment) to injection site | (G)] 


SKIN : dermis; subcutis; Infiltration; mixed, mild 

SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
THYROID, LEFT : Cyst; keratinized, single, minimal 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, RIGHT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 143 Group: 5- Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (H) 
| INJECTION SITE І: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | NJECTION SITE |: intramuscular / 
interstitial; Edema; mild (H)] 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Histocytosis; mild (H) | LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | LYMPH 
ODE, LIAC : germinal center; Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, mild 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE 1: Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE |: subcutis; Edema; moderate [INJECTION SITE | : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Edema; moderate 

JECTION SITE II : inter- / perimuscular; Edema; marked 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 

JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 

K DNEY, LEFT : Congestion; moderate 
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(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 143 (Continued) Group: 5- Group 5 Sex Female 


Histopathology Observations [Correlation] (Continued): 


KIDNEY, LEFT : tubule; Basophilia; focal, minimal 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, mild 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, mild 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : Infiltration; mixed, focal, minimal 

NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SKIN : dermis; subcutis; Infiltration; mixed, focal, mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 144 Group: 5- Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : Inflammation; mild (H) | 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, minimal 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE I : subcutis; Inflammation; mixed, moderate 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE I : subcutis; Edema; moderate 

JECTION SITE I : intramuscular / interstitial, Edema; mild 

JECTION SITE I : inter- / perimuscular; Edema; marked 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 
JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 
JECTION SITE II : subcutis; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Edema; mild 

JECTION SITE II : inter- / perimuscular; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 
DNEY, LEFT : Congestion; moderate 

DNEY, RIGHT : Congestion; moderate 

VER : Congestion; moderate 

VER : Hematopoiesis; extramedullary, multifocal, minimal 

VER : periportal; Vacuolation; hepatocellular, mild 


= г” г ж ~ 
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Animal: 144 (Continued) Group: 5- Group 5 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


LUNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, ШАС : Inflammation; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

STOMACH, GLANDULAR : mucosa-associated lymphoid tissue; Hyperplasia; minimal 
THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


OVIDUCT, LEFT - Not Present 
PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 


Death Date: 


145 


Necropsy Date: 


Group: 5 - Group 5 
Dose: Group 5: 100 ug/BNT162b1/animal 


08/04/2020 Removal Reason: Killed Terminal 
08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 


No animal details found 


Gross Pathology Observations [Correlation]: 


SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 


Gross Pathology - The following Tissues were Not Examined: 


None 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 


Histopathology Animal Details: 


No animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; focal, minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


JECTIO 


SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 


SITE II : 
SITE II: 
SITE II : 


SITE II 
SITE II 
SITE II 


intramuscular / interstitial; Fibrosis; mild 

inter- / perimuscular; Fibrosis; mild 

subcutis; Inflammation; mixed, moderate 
intramuscular / interstitial; Inflammation; mixed, mild 
inter- / perimuscular; Inflammation; mixed, moderate 
myofiber; Degeneration; mild 

subcutis; Edema; moderate 

intramuscular / interstitial; Edema; mild 

inter- / perimuscular, Edema; marked 

Hyperplasia; epidermal, widespread, moderate 
myofiber; Degeneration; mild 

Hyperplasia; epidermal, widespread, moderate 
subcutis; Edema; moderate 


: intramuscular / interstitial; Edema; mild 
: inter- / perimuscular; Edema; moderate 
: intramuscular / interstitial; Fibrosis; mild 
SITE II : 
SITE II : 
SITE II : 
SITE II : 
TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 


inter- / perimuscular; Fibrosis; mild 

subcutis; Inflammation; mixed, moderate 

intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
inter- / perimuscular; Inflammation; mixed, moderate 


K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : macrophage; alveolus; Infiltration; foamy, multifocal, minimal 
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(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 145 (Continued) Group: 5- Group 5 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 146 Group: 5- Group 5 


Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Infiltration; lymphohistiocytic, focal, mild 
JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, moderate 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH МОРЕ, LIAC : Infiltration; macrophage, multifocal, moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : Dilation; glandular, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 147 Group: 5- Group 5 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 
o animal details found 
Gross Pathology Observations [Correlation]: 


UTERUS : Dilation (TGL) [UTERUS : Dilation; moderate (H)] 
UTERUS : Filled With Liquid : (Comment) clear (TGL) [UTERUS : Dilation; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, mild 

NJECTION SITE I : inter- / perimuscular; Fibrosis; multifocal, minimal 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE II : inter- / perimuscular; Fibrosis; multifocal, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, minimal 

K DNEY, RIGHT : Congestion; mild 

K DNEY, RIGHT : Infiltration, Lymphocytic; focal, minimal 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; minimal 
NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : Mineralization; multifocal, mild 

PEYERS PATCHES : Inflammation, Granulomatous; follicular, multifocal, minimal 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

UTERUS : Dilation; moderate [UTERUS : Dilation (С) | UTERUS : Filled With Liquid : (Comment) clear (G)] 
VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 148 Group: 5- Group 5 
Dose: Group 5: 100 ug/BNT162b1/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, mild 

NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, mild 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : Mineralization; focal, minimal 

LIVER : Congestion; mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TRACHEA : (Comment) artefacts 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 149 Group: 5- Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 

Death Date: 29/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 


Histo Recorder? © © t? 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, ШАС : Enlarged (TGL) [LYMPH NODE, ШАС : Histocytosis; mild (H) | LYMPH NODE, LIAC : Plasmacytosis; minimal (Н) | 
LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild (Н) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; moderate 


(Н)] 


Gross Pathology - The following Tissues were Not Examined: 


None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, mild 

NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE ||: inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ШАС : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Plasmacytosis; minimal [LYMPH NODE, ILIAC : Enlarged (С)] 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild [LYMPH NODE, LIAC : Enlarged (С)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


OVIDUCT, RIGHT - Not Present 
PARATHYROID, RIGHT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 150 


Death Date: 29/04/2020 
Necropsy Date: 29/04/2020 


Group: 5 - Group 5 Sex Female 
Dose: Group 5: 100 ug/BNT162b1/animal 

Removal Reason: Killed Terminal 

Study Day (Week) of Death: 38 (6) 

Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


o animal details found 


LYMPH NODE, ILIAC : Enlarged (TGL) 


one 


one 


Histopathology Animal Details: 


o animal details found 


Gross Pathology Observations [Correlation]: 


[LYMPH NODE, ILIAC : Histocytosis; mild (Н) | LYMPH NODE, ILIAC : Plasmacytosis; mild (Н) | LYMPH 


ODE, LIAC : Infiltration; macrophage, multifocal, minimal (H) | LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Observations [Correlation]: 


HARDERIAN GLAND, LEFT : macroph 


age; Pigmentation; brown, focal, mild 


HARDERIAN GLAND, LEFT : Inflammation, Chronic; focal, mild 


HEART : Infiltration, Lymphocytic; focal 
NJECTION SITE 1: 
NJECTION SITE II : intramuscular / int 
NJECTION SITE II : inter- / perimuscu 


, minimal 


nter- / perimuscular; Fibrosis; minimal 


erstitial; Fibrosis; multifocal, minimal 
ar; Fibrosis; minimal 


NJECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 


NJECTION SITE II : inter- / perimuscul 
K DNEY, LEFT : Congestion; moderate 
K DNEY, RIGHT : Congestion; moderat 
LIVER : Congestion; moderate 


ar; Inflammation; lymphohistiocytic, mild 


e 


LUNGS WITH BRONCHI : Infiltration; mixed, focal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : macrophage; Pigmentation; brown, minimal 
LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 


LYMPH NODE, LIAC : Histocytosis; mi 
LYMPH NODE, ILIAC : Plasmacytosis; 


ld [LYMPH NODE, ILIAC : Enlarged (G)] 
mild [LYMPH NODE, ILIAC : Enlarged (G)] 


LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal [LYMPH NODE, ILIAC : Enlarged (G)] 


LYMPH NODE, LIAC : germinal center. 


; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (G)] 


LYMPH NODE, MESENTERIC : Histocytosis; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 


STOMACH, GLANDULAR : Infiltration, 


Eosinophilic; minimal 


VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissu 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Proto 


None 


es were Not Examined: 


col Required Tissues were Not Processed: 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 151 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
TE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, 
oderate (H)] 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, multifocal, moderate (H)] 


30 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HARDERIAN GLAND, RIGHT : Necrosis; focal, minimal 

HARDERIAN GLAND, RIGHT : Infiltration; mixed, focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE |: Thickened (б) | NJECTION SITE I : Indurated : (Comment) 
muscles (G)] 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild [INJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated : (Comment) muscles 
(С)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (G) | NJECTION SITE 1: Indurated : (Comment) 
muscles (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE | : Thickened (6) | INJECTION SITE 
: Indurated : (Comment) muscles (G)] 
JECTION SITE |: inter- / perimuscular; Inflammation; mixed, moderate | NJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : 
(Comment) muscles (G)] 

JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : (Comment) muscles (С)] 


JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated : (Comment) 
muscles (б) 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated : (Comment) 
uscles (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 
K DNEY, LEFT : Congestion; mild 


3 
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Report No. 38166 2084 
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HISTOPATHOLOGY REPORT PAGE: 523 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 151 (Continued) Group: 6 - Group 6 Sex Male 


Histopathology Observations [Correlation] (Continued): 


K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; moderate 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
MAMMARY GLANDS : (Comment) including lymph node 

MAMMARY GLANDS : interstitium; Inflammation; mixed, focal, moderate 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : mucosa; Infiltration, Neutrophilic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 524 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 152 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; 
oderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | NJECTION SITE 1: intramuscular / interstitial; Edema; mild (Н) 
NJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 

TE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


a= 3 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (H) | INJECTION SITE | : subcutis; Edema; 
oderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) 
NJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 

TE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H)] 


o3 


SPLEEN : Enlarged (TGL) 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 


No animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE 1: Thickened (6) | NJECTION SITE I : Indurated : (Comment) 
muscles (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild [INJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated : (Comment) muscles 
(С)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (6) | NJECTION SITE I : Indurated : (Comment) 
muscles (G)] 
NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE 1: Thickened (G) | INJECTION SITE I : Indurated : 
(Comment) muscles (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 
(Comment) muscles (G)] 
JECTION SITE 1: myofiber; Necrosis; focal, minimal 

JECTION SITE | : myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE 1 : Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscles (б)) 


JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated : (Comment) 
muscles (G)] 


JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated : (Comment) 
muscles (G)] 


NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 
K DNEY, LEFT : Congestion; moderate 
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HISTOPATHOLOGY REPORT PAGE: 525 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 152 (Continued) Group: 6 - Group 6 Sex Male 


Histopathology Observations [Correlation] (Continued): 


KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, focal, minimal 

LIVER : Infiltration; mixed, focal, minimal 

LIVER : Necrosis; focal, minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; focal, minimal 
LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
BONE, STERNUM - No Section 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 526 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 153 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE | : inter- / perimuscular; Edema; moderate (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


JECTION SITE I : Thickened (ТОД [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(H) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (H) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HARDERIAN GLAND, RIGHT : Infiltration; mixed, focal, minimal 

NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (G) | NJECTION SITE I : Indurated : (Comment) 
muscle (С 
NJECTION SITE I : inter- / perimuscular; Fibrosis; mild [ NJECTION SITE 1: Thickened (G) | INJECTION SITE I : Indurated : (Comment) muscle 
(G)] 
NJECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1 : Thickened (б) | NJECTION SITE 1: Indurated : (Comment) 
muscle (С 
NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 


NJECTION SITE I : subcutis; Edema; 


NJECTION SITE I : intramuscular / in 
muscle (С 
NJECTION SITE I : inter- / perimuscu 


moderate [INJECTION SITE | : Thickened (С) | INJECTION SITE I : Indurated : 


erstitial; Edema; mild [ NJECTION SITE I : Thickened (6) | NJECTION SITE I : 


ar; Edema; moderate [ NJECTION SITE I : Thickened (G) | NJECTION SITE I : 


Comment) muscle (G)] 


ndurated : (Comment) 


ndurated : (Comment) 


muscle (б 
NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 
K DNEY, LEFT : Congestion; moderate 


FDA-CBER-2021-5683-0767805 


Report No. 38166 2088 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


HISTOPATHOLOGY REPORT PAGE: 527 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 153 (Continued) Group: 6 - Group 6 Sex Male 


Histopathology Observations [Correlation] (Continued): 


KIDNEY, RIGHT : Congestion; moderate 

KIDNEY, RIGHT : tubule; Basophilia; focal, minimal 

LIVER : Congestion; mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Inflammation; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
MAMMARY GLANDS : (Comment) including lymph node 

MAMMARY GLANDS : interstitium; Inflammation; mixed, focal, mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 528 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 154 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE |: inter- / perimuscular, Edema; moderate (Н) | NJECTION SITE I : subcutis; Edema; marked (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE |: inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, multifocal, 
moderate (H)] 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : subcutis; Edema; marked (Н) 
| INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE |: inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE | : intramuscular / interstitial; Inflammation; mixed, multifocal, 
oderate (H)] 


SPLEEN : Enlarged (TGL) 


3 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 


No animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated (б) 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (С) | NJECTION SITE I : Indurated (G)] 

JECTION SITE | : subcutis; Inflammation; mixed, moderate [INJECTION SITE | : Thickened (G) | NJECTION SITE | : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE 1: Thickened (6) | INJECTION SITE 
: Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated 
GJ] 
JECTION SITE 1: myofiber; Degeneration; moderate 
JECTION SITE 1: subcutis; Edema; marked | NJECTION SITE | : Thickened (G) | INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

DNEY, LEFT : Congestion; moderate 

DNEY, LEFT : tubule; Basophilia; focal, mild 

DNEY, RIGHT : Congestion; moderate 

VER : Congestion; moderate 

VER : Infiltration; mixed, multifocal, minimal 


ггххях 


FDA-CBER-2021-5683-0767807 


Report No. 38166 2090 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


HISTOPATHOLOGY REPORT PAGE: 529 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 154 (Continued) Group: 6 - Group 6 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; minimal 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

THYROID, RIGHT : Cyst; keratinized, single, minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 530 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 155 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 01/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) 
SPLEEN : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 


No animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LUNGS WITH BRONCHI : Infiltration; lymphohistiocytic, focal, mild 

LYMPH NODE, CERVICAL : (Comment) artefacts 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 156 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE |: inter- / perimuscular; Edema; mild (Н) | INJECTION 
SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE |: 
nter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, 

moderate (H)] 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
erstitial; Fibrosis; mild (H) | INJECTION SITE I : subcutis; Edema; moderate (H) | INJECTION SITE I : inter- / perimuscular; Edema; mild (H) | 
JECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (H) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, multifocal, moderate (H)] 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Inflammation; moderate (H) | LYMPH NODE, LIAC : germinal center; Increased 
Cellularity; moderate (H)] 
SPLEEN : Enlarged (TGL) 


= 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : (Comment) 
muscle (С 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild [ NJECTION SITE 1 : Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle 
(G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (С) | NJECTION SITE I : Indurated : (Comment) 
muscle (С 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE I : Thickened (С) | INJECTION SITE 
1: Indurated : (Comment) muscle (G)] 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : (Comment) muscle (С)] 


JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated : (Comment) 
muscle (С) 
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Report No. 38166 2093 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 532 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 156 (Continued) Group: 6 - Group 6 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE I : inter- / perimuscular; Edema; mild [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : (Comment) muscle 
(G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; minimal 

DNEY, LEFT : Congestion; moderate 

DNEY, RIGHT : Congestion; moderate 

VER : Congestion; mild 

VER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, ШАС : Inflammation; moderate [LYMPH NODE, ШАС : Enlarged (G)] 

LYMPH NODE, ШАС : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

PROSTATE GLAND : Inflammation; purulent, focal, mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


г г к к 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2094 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 533 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 157 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
TE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, 
oderate (H)] 


JECTION SITE I : Thickened (ТОД [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) 
| INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE |: inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE | : intramuscular / interstitial; Inflammation; mixed, multifocal, 
moderate (H)] 


30 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (G) | INJECTION SITE I : Indurated (G)] 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1 : Thickened (G) | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1 : Thickened (С) | NJECTION SITE I : Indurated (G)] 


JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE I : Thickened (G) | INJECTION SITE 
: Indurated (G)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated 
(6) 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; marked [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated (G)] 

NJECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (С) | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

DNEY, LEFT : Congestion; moderate 

DNEY, LEFT : tubule; Basophilia; focal, minimal 

DNEY, RIGHT : Congestion; moderate 

VER : Congestion; moderate 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 


ггххях 
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Report No. 38166 2095 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 534 
(9?) Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 157 (Continued) Group: 6 - Group 6 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : Mineralization; focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

STOMACH, GLANDULAR : mucosa-associated lymphoid tissue; Hyperplasia; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2096 (b) (4) 
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HISTOPATHOLOGY REPORT PAGE: 535 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 158 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE 1: Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; moderate (Н) | NJECTION SITE I : intramuscular / 
interstitial; Fibrosis; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; mild (Н) | INJECTION SITE | : subcutis; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, multifocal, moderate (H)] 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; moderate (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; mild (Н) | INJECTION SITE 1: subcutis; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, multifocal, moderate (H)] 


JECTION SITE I : Incrusted (TGL) [INJECTION SITE 1: Scab; epidermal, multifocal, mild (H) | NJECTION SITE I : epidermis; Ulceration; 
multifocal, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; moderate [ NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
JECTION SITE |: inter- / perimuscular; Fibrosis; moderate | NJECTION SITE 1: Thickened (G) | INJECTION SITE I : Indurated : (Comment) 
muscle (С 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (С) | NJECTION SITE I : Indurated : (Comment) 
muscle (С 
JECTION SITE 1: intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE 1: Thickened (G) | INJECTION SITE 
1: Indurated : (Comment) muscle (G)] 

JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
JECTION SITE I : epidermis; Ulceration; multifocal, mild [INJECTION SITE I : Incrusted (С)] 
JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle (G)] 


JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (6) | NJECTION SITE 1 : Indurated : (Comment) 
muscle (С) 
JECTION SITE I : inter- / perimuscular; Edema; mild [ NJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : (Comment) muscle 
(G)] 


FDA-CBER-2021-5683-0767814 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 2097 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 536 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 158 (Continued) Group: 6 - Group 6 Sex Male 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 
NJECTION SITE 1: Scab; epidermal, multifocal, mild [INJECTION SITE I : Incrusted (G)] 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
MAMMARY GLANDS : interstitium; Inflammation; mixed, focal, mild 
PEYERS PATCHES : Mineralization; focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

THYMUS : Hemorrhage; acute, multifocal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2098 (b) (4) 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 537 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 159 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
ibrosis; mild (Н) | NJECTION SITE | : subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; marked (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


T 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 

interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular, Edema; marked (Н) 
| INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE | : Thickened (б) | NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1 : Thickened (G) | NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated (G)] 
JECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE 1: Thickened (G) | NJECTION SITE I : Indurated (G)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated 
GJ] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; marked [INJECTION SITE |: Thickened (С) | INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (С) | NJECTION SITE 1 : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [ NJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 

DNEY, LEFT : Congestion; moderate 

DNEY, RIGHT : Congestion; moderate 

DNEY, RIGHT : tubule; Basophilia; focal, mild 

DNEY, RIGHT : tubule; Dilation; focal, mild 

VER : Congestion; moderate 


ПАДА А А 
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Report No. 38166 2099 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 538 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 159 (Continued) Group: 6 - Group 6 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
MAMMARY GLANDS : interstitium; lymphatic; Inflammation; mixed, focal, moderate 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : Dilation; glandular, focal, minimal 

THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2100 (b) (4) 
Amendment No. 1 to Final Report 
HISTOPATHOLOGY REPORT PAGE: 539 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 160 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE 1: intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE | : inter- / perimuscular; Edema; moderate (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


JECTION SITE I : Thickened (ТОД [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(H) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (H) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, mild (H) 


SPLEEN : Enlarged (TGL) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 


Мо animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HARDERIAN GLAND, RIGHT : In iltration; lymphohistiocytic, focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated (G)] 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Thickened (G) | NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (С) | NJECTION SITE I : Indurated (G)] 
JECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE 1: Thickened (G) | NJECTION SITE I : Indurated (G)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated 
(6) 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated (G)] 

NJECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (С) | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 
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HISTOPATHOLOGY REPORT PAGE: 540 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 160 (Continued) Group: 6 - Group 6 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2102 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 541 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 161 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration; mixed, multifocal, minimal 

LIVER : Necrosis; focal, marked 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; minimal 
PITUITARY GLAND : (Comment) incomplete 

PROSTATE GLAND : Inflammation; purulent, focal, minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 542 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 162 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, LEFT : tubule; Basophilia; focal, minimal 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2104 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 543 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 163 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; moderate 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PROSTATE GLAND : Infiltration, Lymphocytic; multifocal, minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 544 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 164 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 


Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


one 


one 


o animal details found 
Gross Pathology Observations [Correlation]: 
o observations found 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Animal Details: 


o animal details found 


Histopathology Observations [Correlation]: 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 


EYE, КЕР 


T : (Comment) artefacts 


K DNEY, LEFT : Congestion; moderate 
K DNEY, RIGHT : Congestion; moderate 


LIVER : C 


ongestion; mild 


LIVER : Infiltration, Lymphocytic; multifocal, minimal 
LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 


LYMPH 
LYMPH 
LYMPH 
LYMPH 
LYMPH 
LYMPH N 
LYMPH N 


ODE, CERVICAL : Histocytosis; minimal 

ODE, CERVICAL : germinal center; Increased Cellularity; mild 

ODE, ILIAC : Histocytosis; minimal 

ODE, LIAC : Infiltration; macrophage, multifocal, minimal 

ODE, LIAC : germinal center; Increased Cellularity; minimal 

ODE, MESENTERIC : Histocytosis; minimal 

ODE, MESENTERIC : germinal center; Increased Cellularity; minimal 


PROSTATE GLAND : Infiltration, Lymphocytic; multifocal, minimal 


SPLEEN : 


Congestion; minimal 


STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


THYMUS 


Any гета! 


: Hemorrhage; acute, focal, minimal 


ning protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2106 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 545 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 165 Group: 6 - Group 6 Sex Male 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


DRENAL GLAND, LEFT : Dilation; vascular, minimal 

DRENAL GLAND, RIGHT : Dilation; vascular, minimal 

PIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
PIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
DNEY, LEFT : Congestion; moderate 

DNEY, RIGHT : Congestion; moderate 

VER : Congestion; moderate 

VER : Infiltration, Lymphocytic; multifocal, minimal 

UNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

LYMPH NODE, CERVICAL : (Comment) artefacts 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 


= = г дхаттп»> > 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 546 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 166 Group: 6 - Group 6 Sex Female 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 01/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE 1: Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; 
mixed, multifocal, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE | : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [INJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 
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HISTOPATHOLOGY REPORT PAGE: 547 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 166 (Continued) Group: 6 - Group 6 Sex Female 


Histopathology Observations [Correlation] (Continued): 

THYMUS : Hemorrhage; acute, multifocal, minimal 

Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


PAGE: 548 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 
Animal: 167 Group: 6 - Group 6 Sex Female 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 01/04/2020 Removal Reason: Killed Terminal 


Necropsy Date: 01/04/2020 Study Day (Week) of Death: 


Histo Recorder: 


10 (2) 


(b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) 
mixed, mild (H) 


Gross Pathology - The following Tissues were Not Examined: 


None 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE | : inter- / perimuscular; Edema; moderate (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


JECTION SITE I : Thickened (ТОД [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE 1: inter- / perimuscular; Edema; moderate 
(H) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (H) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | 


| NJECTION SITE I : intramuscular / interstitial; Inflammation; 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
HARDERIAN GLAND, LEFT : Inflammation; purulent, focal, mild 


muscle (С 


(G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION S| 
muscle (б 


JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE 1: Thickened (С) | INJECTION SITE 1 : Indurated : (Comment) 


JECTION SITE I : inter- / perimuscular; Fibrosis; mild [ NJECTION SITE 1 : Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle 


TE 1: Thickened (G) | NJECTION SITE I : Indurated : (Comment) 


NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJ 
(Comment) muscle (G)] 


(Comment) muscle (G)] 

JECTION SITE |: epidermis; Ulceration; multifocal, moderate 

JECTION SITE I : myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thicke 


NJECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SIT! 
muscle (G) 


muscle (G) 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 
K DNEY, LEFT : Congestion; mild 


ECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 


ned (С) | INJECTION SITE I : Indurated : (Comment) muscle (G)] 


EI: Thickened (G) | NJECTION SITE I : Indurated : (Comment) 


JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated : (Comment) 
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HISTOPATHOLOGY REPORT PAGE: 549 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 167 (Continued) Group: 6 - Group 6 Sex Female 


Histopathology Observations [Correlation] (Continued): 


K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; moderate 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : Mineralization; focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, RIGHT - Not Present 
THYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 550 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 168 Group: 6 - Group 6 Sex Female 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
ibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; marked (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1 : subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


T 


NJECTION SITE 1: Thickened (TGL) [INJECTION SITE |: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 

interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; marked (Н) 
| INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


SPLEEN : Enlarged (TGL) 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

Мо animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated : (Comment) 


muscle (С 

NJECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle 
(6)] 

NJECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (С) | NJECTION SITE I : Indurated : (Comment) 
muscle (С 


NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; marked [INJECTION SITE I : Thickened (С) | INJECTION SITE | : Indurated : (Comment) muscle (G)] 


NJECTION SITE 1: intramuscular / interstitial; Edema; mild [ NJECTION SITE 1 : Thickened (6) | NJECTION SITE I : Indurated : (Comment) 
muscle (С) 
JECTION SITE I : inter- / perimuscular; Edema; marked [ NJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated : (Comment) 
muscle (С) 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; minimal 
K DNEY, LEFT : Congestion; mild 
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HISTOPATHOLOGY REPORT 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 551 


Animal: 168 (Continued) Group: 6 - Group 6 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Cyst; focal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767830 


Report No. 38166 2113 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


HISTOPATHOLOGY REPORT PAGE: 552 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 169 Group: 6 - Group 6 Sex Female 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
TE 1: inter- / perimuscular; Inflammation; mixed, marked (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, 
oderate (H)] 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE 1: inter- / perimuscular; Edema; moderate 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, 
multifocal, moderate (H)] 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Histocytosis; mild (H) | LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | LYMPH 
ODE, LIAC : germinal center; Increased Cellularity; mild (H)] 
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Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

BRA М, CEREBRUM : (Comment) artefacts 

CERVIX : Keratinization; epithelial, mild 

HARDERIAN GLAND, LEFT : Inflammation; granulomatous, focal, mild 

JECTION SITE |: intramuscular / interstitial; Fibrosis; mild | NJECTION SITE 1: Thickened (G) | INJECTION SITE I : Indurated (G)] 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE |: Thickened (G) | NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1 : Thickened (С) | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE I : Thickened (С) | INJECTION SITE 
: Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated (G)] 


JECTION SITE 1: myofiber; Degeneration; moderate 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Thickened (б) | INJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 
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Individual Animal Data 


PAGE: 553 


Animal: 169 (Continued) Group: 6 - Group 6 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


LIVER : Hematopoiesis; extramedullary, multifocal, minimal 
LIVER : periportal; Vacuolation; hepatocellular, mild 


LYMPH NODE, 


CERVICAL : Histocytosis; mild 


LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 


LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 


LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (6)] 

LIAC : Inflammation; mild 

LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
MESENTERIC : Histocytosis; mild 

MESENTERIC : germinal center; Increased Cellularity; mild 


PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
THYROID, RIGHT : (Comment) artefacts 
VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 170 Group: 6 - Group 6 Sex Female 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE |: intramuscular / interstitial; 
Fibrosis; mild (H) | NJECTION SITE I : intramuscular / interstitial; Edema; mild (H) | NJECTION SITE I : subcutis; Edema; moderate (H) | 
JECTION SITE I : inter- / perimuscular; Edema; mild (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE 
: inter- / perimuscular; Inflammation; mixed, marked (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, 
oderate (H)] 


JECTION SITE I : Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate 
Н) | INJECTION SITE I : inter- / perimuscular; Edema; mild (Н) | INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, marked (Н) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, 
moderate (H)] 
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Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
CERVIX : Keratinization; epithelial, mild 
HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; multifocal, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE |: Thickened (G) | INJECTION SITE I : Indurated (G)] 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated (С)] 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE | : Thickened (С) | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE 1: Thickened (6) | INJECTION SITE 
: Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated (G)] 


JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G) | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; mild | NJECTION SITE 1: Thickened (G) | NJECTION SITE I : Indurated (C)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; moderate 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 170 (Continued) Group: 6 - Group 6 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
OPTIC NERVE, LEFT : Hemorrhage; acute, focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PITUITARY GLAND : pars distalis; Cyst; few, minimal 

SPLEEN : Congestion; minimal 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 556 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 171 Group: 6 - Group 6 Sex Female 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 01/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

NJECTION SITE 1 : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE |: intramuscular / interstitial; Inflammation; mixed, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HARDERIAN GLAND, LEFT : Inflammation; granulomatous, focal, mild 

HEART : Infiltration, Lymphocytic; focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated : (Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated : (Comment) muscle (G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Indurated : (Comment) muscle (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Indurated : (Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate | NJECTION SITE I : Indurated : (Comment) muscle (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; marked [INJECTION SITE I : Indurated : (Comment) muscle (С)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated : (Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE | : Indurated : (Comment) muscle (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
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HISTOPATHOLOGY REPORT PAGE: 557 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 171 (Continued) Group: 6 - Group 6 Sex Female 


Histopathology Observations [Correlation] (Continued): 


MAMMARY GLANDS : (Comment) including lymph node 
MAMMARY GLANDS : interstitium; Inflammation; mixed, focal, mild 
SPLEEN : Congestion; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PEYERS PATCHES - Not Present 
SALIVARY GLANDS, PAROTIS - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 172 Group: 6 - Group 6 Sex Female 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 
NJECTION SITE 1: myofiber; Degeneration; moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | NJECTION SITE 
1: subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE 
| : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (H)] 


NJECTION SITE 1: Thickened (TGL) [INJECTION SITE 1 : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) 
| INJECTION SITE I : myofiber; Degeneration; moderate (H) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (H) | NJECTION SITE 
1: subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE 
| : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EYE, LEFT : (Comment) artefacts 

EYE, RIGHT : (Comment) artefacts 

NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (6) | NJECTION SITE I : Indurated : (Comment) 
muscle (С) 
NJECTION SITE 1: inter- / perimuscular; Fibrosis; mild [ NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : (Comment) muscle 
(G)] 
NJECTION SITE I : Hemorrhage; focal, mild 
NJECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1 : Thickened (б) | NJECTION SITE 1 : Indurated : (Comment) 
muscle (С) 
NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE 
1: Indurated : (Comment) muscle (G)] 
NJECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 
NJECTION SITE 1: myofiber; Degeneration; moderate [ NJECTION SITE 1: Thickened (G) | NJECTION SITE |: Indurated : (Comment) muscle 
(G)] 
NJECTION SITE I : subcutis; Edema; marked [INJECTION SITE I : Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle (G)] 


NJECTION SITE I : intramuscular / interstitial; Edema; mild | NJECTION SITE 1: Thickened (б) | NJECTION SITE I : Indurated : (Comment) 
muscle (С) 
NJECTION SITE I : inter- / perimuscular; Edema; moderate [ NJECTION SITE | : Thickened (б) | NJECTION SITE I : Indurated : (Comment) 
muscle (С) 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 172 (Continued) Group: 6 - Group 6 Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, minimal 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
OPTIC NERVE, RIGHT : Hemorrhage; acute, focal, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 
TRACHEA : Infiltration, Lymphocytic; focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

OVARY, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Sex Female 


Group: 6 - Group 6 


Animal: 173 
Death Date: 01/04/2020 
Necropsy Date: 01/04/2020 


Dose: Group 6: 30 ug/BNT162c1/animal 
Removal Reason: Killed Terminal 

Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


No animal details found 


Gross Pathology Observations [Correlation]: 


Fibrosis; mild (H) | NJECTION SITE 


30 


oderate (H)] 


JECTION SITE I : Thickened (TGL 
interstitial; Fibrosis; mild (Н) | NJECT 


30 


oderate (H)] 
JECTION SITE I : Incrusted (TGL) 


JECTION SITE |: Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION 5 


TE |: intramuscular / interstitial; 


: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 


[INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) МЈЕСТО 


JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
TE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; 


nflammation; mixed, multifocal, 


SITE I : intramuscular / 


ON SITE 1: subcutis; Edema; marked (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) 


INJECTION SITE I : epidermis; Ulceration; focal, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 


None 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 
Histopathology Animal Details: 


No animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


muscle (G) 


(9) 


muscle (С) 
|: Indurated : (Comment) muscle (G)] 


(Comment) muscle (G)] 


muscle (С) 


muscle (С) 


JECTION SITE I : Inflammation; vascular, multifocal, moderate 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (С) | NJECTION SITE I : Indurated : (Comment) 


JECTION SITE I : epidermis; Ulceration; focal, moderate | NJECTION SITE 1 : Incrusted (G)] 
JECTION SITE 1: myofiber; Degeneration; moderate 
JECTION SITE 1: subcutis; Edema; marked [INJECTION SITE I : Thickened (G) | INJECTION SITE 1 : Indurated : (Comment) muscle (G)] 


JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 


| INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
TE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; 


nflammation; mixed, multifocal, 


JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE |: Thickened (б) | NJECTION SITE I : Indurated : (Comment) 


JECTION SITE I : inter- / perimuscular; Fibrosis; mild [NJECTION SITE 1 : Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle 


JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE I : Thickened (С) | INJECTION SITE 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 


JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (С) | NJECTION SITE 1: Indurated : (Comment) 


JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (G) | INJECTION SITE | : Indurated : (Comment) 
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Animal: 173 (Continued) Group: 6 - Group 6 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


NTEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 
K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
STOMACH, GLANDULAR : chief cell; Hyperplasia; multifocal, mild 
THYROID, RIGHT : Cyst; keratinized, single, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PEYERS PATCHES - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 174 Group: 6 - Group 6 Sex Female 
Dose: Group 6: 30 ug/BNT162c1/animal 

Death Date: 01/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | 

JECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
TE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, 
oderate (H)] 


JECTION SITE I : Thickened (TGL) [INJECTION SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / 
interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; marked (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) 
| INJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | INJECTION 
SITE | : inter- / perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, 
moderate (H)] 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; mild (H) | LYMPH NODE, LIAC : germinal center; Increased 
Cellularity; mild (H)] 


30 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated : (Comment) 


muscle (С 

JECTION SITE І: inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : (Comment) muscle 
(С)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (G) | NJECTION SITE 1: Indurated : (Comment) 
muscle (С 


JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE | : Thickened (С) | INJECTION SITE 
: Indurated : (Comment) muscle (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : 
(Comment) muscle (G)] 

JECTION SITE 1: myofiber; Degeneration; moderate 

JECTION SITE I : subcutis; Edema; marked [INJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle (G)] 


JECTION SITE 1: intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated : (Comment) 
muscle (С) 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE 1: Thickened (б) | INJECTION SITE I : Indurated : (Comment) 
uscle (С) 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 
JECTION SITE 1: Scab; epidermal, focal, mild 
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Animal: 174 (Continued) Group: 6 - Group 6 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


NTEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; minimal 


K DNEY, LEFT 


: Congestion; moderate 


KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 


LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 


CERVICAL : Histocytosis; mild 

CERVICAL : germinal center; Increased Cellularity; mild 

LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LIAC : Inflammation; minimal 

LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
MESENTERIC : Histocytosis; mild 

MESENTERIC : germinal center; Increased Cellularity; mild 


MAMMARY GLANDS : (Comment) including lymph node 

MAMMARY GLANDS : interstitium; Inflammation; mixed, focal, moderate 
PEYERS PATCHES : germinal center; Increased Cellularity; minimal 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Sex Female 


Animal: 175 Group: 6 - Group 6 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 01/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 01/04/2020 Study Day (Week) of Death: 10 (2) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

JECTION SITE 1: Indurated (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mild 
Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : 
JECTION SITE 1: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION S 
mixed, multifocal, moderate (H)] 

JECTION SITE 1: Thickened (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; mi 
(Н) | INJECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE | 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION S 
mixed, multifocal, moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
CERVIX : Keratinization; epithelial, mild 
EYE, RIGHT : (Comment) artefacts 


muscle (G 
(С)] 
muscle (С 
1: Indurated : (Comment) muscle (G)] 
JECTION SITE |: inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE 


(Comment) muscle (G)] 
JECTION SITE 1: myofiber; Degeneration; moderate 


Н) | INJECTION SITE I : intramuscular / interstitial; 
inter- / perimuscular; Edema; moderate (Н) | 


JECTION SITE I : intramuscular / interstitial; Edema; minimal (Н) | INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | 


TE I : intramuscular / interstitial; Inflammation; 


d (H) | INJECTION SITE I : intramuscular / 


interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate 


: subcutis; Inflammation; mixed, moderate (H) | 


TE I : intramuscular / interstitial; Inflammation; 


JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Thickened (С) | INJECTION SITE 1 : Indurated : (Comment) 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild [ NJECTION SITE I : Thickened (б) | INJECTION SITE I : Indurated : (Comment) muscle 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (б) | NJECTION SITE I : Indurated : (Comment) 


JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [ NJECTION SITE I : Thickened (С) | INJECTION SITE 


|: Thickened (С) | INJECTION SITE I : Indurated : 


JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Indurated : (Comment) muscle (С)] 


JECTION SITE I : intramuscular / interstitial; Edema; minimal [INJECTION SITE I : Thickened (G) | INJECTION SITE I : Indurated : (Comment) 
muscle (С) 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Thickened (б) | INJECTION SITE | : Indurated : (Comment) 
muscle (С) 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 
K DNEY, LEFT : Congestion; mild 
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(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 175 (Continued) Group: 6 - Group 6 Sex Female 


Histopathology Observations [Correlation] (Continued): 


K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Erythrophagocytosis; minimal 

LYMPH NODE, CERVICAL : macrophage; Pigmentation; brown, minimal 
LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
MAMMARY GLANDS : interstitium; Inflammation; mixed, focal, moderate 
PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
STOMACH, GLANDULAR : Dilation; glandular, focal, minimal 

THYMUS : Hemorrhage; acute, multifocal, mild 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 176 Group: 6 - Group 6 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, mild 

CERVIX : Cyst; keratinized, moderate 

NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, mild 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

NERVE, SCIATIC - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 177 Group: 6 - Group 6 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

CERVIX : Keratinization; epithelial, mild 

JECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
TEST NE, COLON : mucosa-associated lymphoid tissue; Hyperplasia; mild 
DNEY, LEFT : Congestion; moderate 

DNEY, RIGHT : Congestion; moderate 

VER : Congestion; moderate 

VER : Infiltration, Lymphocytic; multifocal, minimal 

VER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; minimal 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

VAGINA : Keratinization; epithelial, mild 


E г = жж 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 178 Group: 6 - Group 6 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

K DNEY, RIGHT : Infiltration, Lymphocytic; focal, minimal 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, focal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, RIGHT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 179 Group: 6 - Group 6 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration; mixed, focal, minimal 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, minimal 

THYROID, RIGHT : Cyst; keratinized, single, minimal 

TONGUE : Granuloma; single, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 180 Group: 6 - Group 6 
Dose: Group 6: 30 ug/BNT162c1/animal 
Death Date: 22/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 22/04/2020 Study Day (Week) of Death: 31(5) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


HARDERIAN GLAND, RIGHT : Infiltration; mixed, focal, minimal 
NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 181 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1: subcutis; Inflammation; mixed, marked (Н) | NJECTION SITE I : inter- / perimuscular; 
Inflammation; mixed, marked (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE I : inter- / perimuscular; 
Edema; marked (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (H)] 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | LYMPH NODE, ILIAC : Histocytosis; mild (H) | LYMPH 


NODE, LIAC : germinal center; Increased Cellularity; moderate (H)] 


NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 
11: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | 
NJECTION SITE ІІ: subcutis; Edema; marked (Н) | INJECTION SITE II : inter- / perimuscular; Edema; marked (Н) | INJECTION SITE II : 
intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II : subcutis; Fibrosis; 


mild (H)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

HARDERIAN GLAND, LEFT : Infiltration; lymphohistiocytic, focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE I : subcutis; Inflammation; mixed, marked [INJECTION SITE I : Indurated (G)] 


JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [INJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; marked [ NJECTION SITE II : Indurated (С)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated (С)] 
JECTION SITE II : inter- / perimuscular; Edema; marked [INJECTION SITE II : Indurated (С)] 
JECTION SITE II : subcutis; Fibrosis; mild | NJECTION SITE II : Indurated (G)] 


JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, marked [INJECTION SITE I : Indurated (С)] 
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Individual Animal Data 
Animal: 181 (Continued) Group: 7 - Group 7 Sex Male 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Indurated (С)] 

NJECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (С)] 
NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated (С)] 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 


K DNEY, LEFT 


: Congestion; mild 


K DNEY, RIGHT : Congestion; mild 
LIVER : Congestion; moderate 
LUNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 


LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 


CERVICAL : Histocytosis; minimal 

CERVICAL : germinal center; Increased Cellularity; mild 

LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (С)] 
MESENTERIC : Histocytosis; mild 

MESENTERIC : germinal center; Increased Cellularity; mild 


NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
STOMACH, GLANDULAR : Dilation; glandular, focal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 573 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 182 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE 1 : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; 
Edema; mild (Н) | INJECTION SITE I : inter- / perimuscular, Edema; moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Edema; mild 
(Н)] 
LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Histocytosis; mild (Н) | LYMPH NODE, ILIAC : Plasmacytosis; mild (Н) | LYMPH 
NODE, LIAC : germinal center; Increased Cellularity; mild (H)] 

NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 
Il: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
11: subcutis; Edema; moderate (Н) | INJECTION SITE II : inter- / perimuscular; Edema; marked (Н) | INJECTION SITE II : intramuscular / 
interstitial; Edema; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE | : Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : subcutis; Edema; moderate [INJECTION SITE II : Indurated (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated (G)] 

JECTION SITE II : inter- / perimuscular, Edema; marked [INJECTION SITE II : Indurated (С)] 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 
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Report No. 38166 2135 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 574 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 182 (Continued) Group: 7 - Group 7 Sex Male 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 
NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated (G)] 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE ІІ: Indurated (G)] 
K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, minimal 

K DNEY, LEFT : tubule; Cast; hyaline, focal, minimal 

KIDNEY, RIGHT : Congestion; moderate 

KIDNEY, RIGHT : tubule; Basophilia; focal, mild 

LIVER : Congestion; moderate 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; moderate 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; minimal 

SKELETAL MUSCLE : Infiltration; mixed, multifocal, minimal 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, focal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2136 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 575 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 183 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


one 


one 


o animal details found 
Gross Pathology Observations [Correlation]: 
o observations found 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Animal Details: 


o animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


JECTIO 


SITEI 


SITE II 


SITE II 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; focal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; focal, minimal 
SITEI: 
SITEI: 
SITE |: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 


ntramuscular / interstitial; Fibrosis; mild 

inter- / perimuscular; Fibrosis; mild 

subcutis; Inflammation; mixed, moderate 

intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
inter- / perimuscular; Inflammation; mixed, moderate 

myofiber; Degeneration; mild 

subcutis; Edema; moderate 

intramuscular / interstitial; Edema; mild 

inter- / perimuscular; Edema; moderate 


: Hyperplasia; epidermal, widespread, moderate 
SITE II : 
SITE ||: 
SITE ||: 
SITE ||: 


myofiber; Degeneration; mild 

Hyperplasia; epidermal, widespread, moderate 
subcutis; Edema; moderate 

intramuscular / interstitial; Edema; mild 


: inter- / perimuscular; Edema; moderate 
SITE II : 


intramuscular / interstitial; Fibrosis; mild 


: inter- / perimuscular; Fibrosis; mild 
SITE II : 
SITE II : 
SITE II : 
K DNEY, LEFT : Congestion; moderate 


subcutis; Inflammation; mixed, moderate 
intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
inter- / perimuscular; Inflammation; mixed, moderate 


K DNEY, LEFT : tubule; Cast; hyaline, multifocal, minimal 
K DNEY, RIGHT : Congestion; moderate 

KIDNEY, RIGHT : tubule; Basophilia; focal, mild 

LIVER : Congestion; moderate 

LIVER : periportal; Vacuolation; hepatocellular, mild 
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HISTOPATHOLOGY REPORT PAGE: 576 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 183 (Continued) Group: 7 - Group 7 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PITUITARY GLAND : pars distalis; Cyst; few, minimal 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PANCREAS - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 577 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 184 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Thickened (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE 1 : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : inter- / 
perimuscular; Edema; moderate (Н) | INJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : intramuscular / interstitial; 
Едета; mild (H)] 
NJECTION SITE |: Enlarged (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / perimuscular; 
Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H) | INJECTION SITE I : inter- / 
perimuscular; Fibrosis; mild (H) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (H) | NJECTION SITE I : inter- / perimuscular; 
Edema; moderate (Н) | INJECTION SITE 1: subcutis; Edema; moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Edema; mild (H)] 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Histocytosis; mild (H) | LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | LYMPH 
NODE, LIAC : germinal center; Increased Cellularity; mild (H)] 

LYMPH NODE, RENAL : Enlarged (TGL) [LYMPH NODE, RENAL : Plasmacytosis; mild (H) | LYMPH NODE, RENAL : germinal center; 
Increased Cellularity; mild (H)] 
NJECTION SITE ІІ: Enlarged (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE II : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (Н) 
| NJECTION SITE II: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION 
SITE II : subcutis; Edema; moderate (Н) | NJECTION SITE II : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE II : intramuscular 
l interstitial; Edema; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Thickened (G) | INJECTION SITE | : Enlarged (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (G) | NJECTION SITE 1: Enlarged (G)] 

JECTION SITE 1: Hemorrhage; focal, mild 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1: Thickened (С) | NJECTION SITE I : Enlarged (б) 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE I : Thickened (б) | NJECTION SITE 1: Enlarged (G)] 


JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate | NJECTION SITE I : Thickened (б) | INJECTION SITE 1: Enlarged (G)] 


JECTION SITE 1: myofiber; Degeneration; mild 
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Report No. 38166 2139 


Amendment 


No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 578 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 184 (Continued) Group: 7 - Group 7 Sex Male 
Histopathology Observations [Correlation] (Continued): 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (С) | INJECTION SITE I : Enlarged (G)] 
JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (6) | NJECTION SITE I : Enlarged (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Thickened (б) | INJECTION SITE I : Enlarged (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 
JECTION SITE II : myofiber; Degeneration; mild 
JECTION SITE II : Hyperplasia; epidermal, widespread, mild 
JECTION SITE ІІ: subcutis; Edema; moderate [INJECTION SITE ІІ: Enlarged (G)] 
JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Enlarged (G)] 
JECTION SITE II : inter- / perimuscular; Edema; moderate [INJECTION SITE ІІ: Enlarged (G)] 
JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Enlarged (С)] 
JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Enlarged (G)] 
JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Enlarged (б) 
JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate | NJECTION SITE ІІ: Enlarged (G)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Enlarged (G)] 


K DNEY, LEFT : Congestion; moderate 


K DNEY, RI 


GHT : Congestion; moderate 


LIVER : Congestion; moderate 


LIVER : Infil 


tration, Lymphocytic; multifocal, minimal 


LIVER : periportal; Vacuolation; hepatocellular, minimal 


LYMPH NO 
LYMPH 
LYMPH 
LYMPH 
LYMPH 
LYMPH 
LYMPH N 
LYMPH N 
LYMPH 
LYMPH 
LYMPH NO 


ооооооооо 


DE, CERVICAL : Histocytosis; mild 

DE, CERVICAL : germinal center; Increased Cellularity; mild 

DE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

DE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

DE, LIAC : Inflammation; minimal 

DE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
DE, MESENTERIC : Histocytosis; mild 

DE, MESENTERIC : germinal center; Increased Cellularity; mild 

DE, RENAL : Histocytosis; minimal 

DE, RENAL : Plasmacytosis; mild [LYMPH NODE, RENAL : Enlarged (С)] 

DE, RENAL : germinal center; Increased Cellularity; mild [LYMPH NODE, RENAL : Enlarged (G)] 


NERVE, SCIATIC : perineural; Inflammation; marked 
PEYERS PATCHES : Mineralization; focal, minimal 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 


STOMACH, 


GLANDULAR : Infiltration, Eosinophilic; minimal 


THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaini 


Histopatho 


ng protocol required tissues, which have been examined, have no visible lesions 


logy - The following Tissues were Not Examined: 


PARATHYROID, RIGHT - Not Present 


Histopatho 


None 


logy - The following Protocol Required Tissues were Not Processed: 
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Report No. 38166 2140 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 579 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 185 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


one 


one 


o animal details found 
Gross Pathology Observations [Correlation]: 
o observations found 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Animal Details: 


o animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


JECTIO 


SITEI 


SITE II 
SITE II 


SITE II 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
SITEI: 
SITEI: 
SITE |: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 


ntramuscular / interstitial; Fibrosis; mild 

inter- / perimuscular; Fibrosis; mild 

subcutis; Inflammation; mixed, moderate 

intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
inter- / perimuscular; Inflammation; mixed, moderate 

myofiber; Degeneration; mild 

subcutis; Edema; moderate 

intramuscular / interstitial; Edema; mild 

inter- / perimuscular; Edema; moderate 


: Hyperplasia; epidermal, widespread, mild 
SITE II : 
SITE ||: 
SITE II : 


myofiber; Degeneration; mild 
Hyperplasia; epidermal, widespread, moderate 
subcutis; Edema; marked 


: intramuscular / interstitial; Edema; mild 
: inter- / perimuscular; Edema; marked 
SITE II : 


intramuscular / interstitial; Fibrosis; mild 


: inter- / perimuscular; Fibrosis; mild 
SITE II : 
SITE II : 
SITE II : 


subcutis; Inflammation; mixed, moderate 
intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
inter- / perimuscular; Inflammation; mixed, moderate 


K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; focal, minimal 
LIVER : periportal; Vacuolation; hepatocellular, mild 
LYMPH NODE, CERVICAL : Histocytosis; mild 
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Report No. 38166 2141 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 580 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 185 (Continued) Group: 7 - Group 7 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; moderate 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : Infiltration; mixed, focal, minimal 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 
PITUITARY GLAND : pars distalis; Cyst; few, minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : mucosa-associated lymphoid tissue; Hyperplasia; mild 
TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2142 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 581 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 186 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


one 


one 


o animal details found 
Gross Pathology Observations [Correlation]: 
o observations found 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Animal Details: 


o animal details found 


Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, mild 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


JECTIO 


SITEI 


SITE II 
SITE II 
SITE II 
SITE II 
SITE II 
SITE II 
SITE II 
SITE II 
SITE II 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
SITEI: 
SITE |: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 


ntramuscular / interstitial; Fibrosis; mild 

inter- / perimuscular; Fibrosis; mild 

subcutis; Inflammation; mixed, moderate 

intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
inter- / perimuscular; Inflammation; mixed, moderate 

myofiber; Degeneration; mild 


: subcutis; Edema; moderate 
SITEI: 
SITE |: 
SITE 1: 


intramuscular / interstitial; Edema; mild 

inter- / perimuscular; Edema; moderate 

Hyperplasia; epidermal, widespread, moderate 

: myofiber; Degeneration; mild 

: subcutis; Edema; moderate 

: intramuscular / interstitial; Edema; mild 

: inter- / perimuscular; Edema; moderate 

: intramuscular / interstitial; Fibrosis; mild 

: inter- / perimuscular; Fibrosis; mild 

: subcutis; Inflammation; mixed, moderate 

: intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
: inter- / perimuscular; Inflammation; mixed, moderate 


K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : Necrosis; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
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HISTOPATHOLOGY REPORT PAGE: 582 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 186 (Continued) Group: 7 - Group 7 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : Plasmacytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; moderate 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
PITUITARY GLAND : pars distalis; Cyst; few, mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


OPTIC NERVE, RIGHT - Not Present 
PARATHYROID, LEFT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 583 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 187 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 
NJECTION SITE 1 : Indurated (ТОД [INJECTION SITE I : 


subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 


perimuscular; Inflammation; mixed, moderate (H) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (H) 


| INJECTION SITE І: inter- / perimuscular; Fibrosis; mild (Н 


| INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (H) | NJECTION SITE 


| : inter- / регітиѕсиаг; Edema; marked (Н) | INJECTION SITE 1: subcutis; Edema; marked (Н) | INJECTION SITE I : intramuscular / interstitial; 
Edema; mild (Н) | NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (H)] 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Histocytosis; mild (H) | LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | LYMPH 


NODE, LIAC : germinal center; Increased Cellularity; mild 
SPLEEN : Enlarged (TGL) 


= 


NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE 
Il : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | 
NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE II : subcutis; Edema; marked (Н) | INJECTION SITE II : 
inter- / perimuscular, Edema; marked (Н) | INJECTION SITE II : intramuscular / interstitial; Edema; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 


None 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : (Comment) artefacts 
BONE MARROW, OS FEMORIS WITH JOINT : Increased 


Cellularity; minimal 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 


EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, 
EYE, RIGHT : (Comment) incomplete 


minimal 


NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 


NJECTION SITE I : 


nter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 


NJECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 


NJECTION SITE I : 
NJECTION SITE I : 
NJECTION SITE I : myofiber; Degeneration; mild 


ntramuscular / interstitial; Inflammation; mixed, multifocal, moderate [INJECTION SITE I : Indurated (G)] 
inter- / perimuscular; Inflammation; mixed, moderate | NJECTION SITE 1: Indurated (G)] 


NJECTION SITE 1: subcutis; Edema; marked [INJECTION SITE | : Indurated (G)] 


NJECTION SITE I : 
NJECTION SITE I : 


nter- / perimuscular; Edema; marked 


intramuscular / interstitial; Edema; mild [ NJECTION SITE | : Indurated (G)] 


[INJECTION SITE 1: Indurated (С) 


NJECTION SITE I : Hyperplasia; epidermal, widespread, moderate 


NJECTION SITE II : myofiber; Degeneration; mild 


NJECTION SITE II : Hyperplasia; epidermal, widespread, moderate 
NJECTION SITE II : subcutis; Edema; marked | NJECTION SITE II : Indurated (G)] 
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HISTOPATHOLOGY REPORT PAGE: 584 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 187 (Continued) Group: 7 - Group 7 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated (С)] 
JECTION SITE II : inter- / perimuscular, Edema; marked [INJECTION SITE II : Indurated (б) 
JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated ( 
JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE I : Indurated (G)] 
JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated (G)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 
K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 
L 
L 


! 
G)] 


VER : periportal; Vacuolation; hepatocellular, minimal 

UNGS WITH BRONCHI : Hemorrhage; acute, focal, mild 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; minimal 
LYMPH NODE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : Infiltration; mixed, multifocal, minimal 

SKELETAL MUSCLE : myofiber; Necrosis; multifocal, minimal 

NERVE, SCIATIC : perineural; Inflammation; minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration; mixed, focal, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 585 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 188 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Thickened (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H) | INJECTION 
SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : inter- / 
perimuscular; Edema; marked (Н) | NJECTION SITE | : subcutis; Edema; marked (Н) | INJECTION SITE I : intramuscular / interstitial; Edema; 
mild (H)] 


JECTION SITE II : Thickened (TGL) [ NJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE II : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (Н) 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION 
SITE II : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : subcutis; Edema; moderate (Н) | INJECTION SITE II : inter- / 
perimuscular, Edema; moderate (Н) 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Vacuolation; cortical, mild 

ADRENAL GLAND, RIGHT : (Comment) artefacts 

ADRENAL GLAND, RIGHT : Vacuolation; cortical, mild 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (G)] 
JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Thickened (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; marked [INJECTION SITE I : Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [ NJECTION SITE I : Thickened (б) 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate [INJECTION SITE ІІ: Thickened (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE ІІ: Thickened (G)] 
JECTION SITE II : inter- / perimuscular; Edema; moderate [INJECTION SITE II : Thickened (G)] 
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HISTOPATHOLOGY REPORT PAGE: 586 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 188 (Continued) Group: 7 - Group 7 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Thickened (G)] 
JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Thickened (G)] 
JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE ІІ: Thickened (G)] 
JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate | NJECTION SITE II : Thickened (G)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Тһіскепе (G)] 
DNEY, LEFT : Congestion; moderate 

DNEY, LEFT : tubule; Basophilia; multifocal, minimal 

DNEY, LEFT : Inflammation, Chronic; interstitial, focal, mild 

DNEY, RIGHT : Congestion; moderate 

DNEY, RIGHT : Mineralization; focal, minimal 

VER : Congestion; moderate 

VER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; moderate 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

SKELETAL MUSCLE : Infiltration; mixed, multifocal, minimal 

SKELETAL MUSCLE : myofiber; Necrosis; focal, minimal 

NERVE, SCIATIC : perineural; Inflammation; marked 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


сс хя А А 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PEYERS PATCHES - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 587 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 189 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1 : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : inter- / 
perimuscular; Edema; marked (H) | INJECTION SITE I : subcutis; Edema; moderate (H) | NJECTION SITE I : intramuscular / interstitial; Edema; 
mild (H)] 

LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Histocytosis; mild (H) | LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | LYMPH 
NODE, LIAC : Inflammation; moderate (H) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; moderate (H)] 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 


NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 
Il: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE ІІ: intramuscular / interstitial; Inflammation; mixed, multifocal, 
moderate (Н) | INJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild (Н) | 
NJECTION SITE II : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : subcutis; Edema; moderate (Н) | INJECTION SITE II : 
inter- / perimuscular; Edema; marked (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 
EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
JECTION SITE | : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 
JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [INJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate [INJECTION SITE II : Indurated (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated (С)] 
JECTION SITE II : inter- / perimuscular; Edema; marked [INJECTION SITE II : Indurated (С)] 
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HISTOPATHOLOGY REPORT PAGE: 588 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 189 (Continued) Group: 7 - Group 7 Sex Male 


Histopathology Observations [Correlation] (Continued): 


JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 
JECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 
JECTION SITE II : Hemorrhage; focal, mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 
JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate | NJECTION SITE II : Indurated (С)] 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 
DNEY, LEFT : Congestion; moderate 

DNEY, LEFT : tubule; Basophilia; focal, minimal 

DNEY, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

DNEY, LEFT : Mineralization; multifocal, minimal 

DNEY, RIGHT : Congestion; moderate 

DNEY, RIGHT : Mineralization; multifocal, minimal 

VER : Congestion; mild 

VER : Infiltration, Lymphocytic; multifocal, minimal 

VER : periportal; Vacuolation; hepatocellular, minimal 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LYMPH NODE, CERVICAL : (Comment) artefacts 

LYMPH NODE, ШАС : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Inflammation; moderate [LYMPH NODE, LIAC : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SKIN : Necrosis; muscular, multifocal, minimal 

SKIN : Infiltration, Neutrophilic; muscular, multifocal, mild 

SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 

STOMACH, GLANDULAR : (Comment) artefacts 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


гг хх хаж 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PARATHYROID, RIGHT - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 589 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 190 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 


one 


one 


o animal details found 
Gross Pathology Observations [Correlation]: 
o observations found 


Gross Pathology - The following Tissues were Not Examined: 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


Histopathology Animal Details: 


o animal details found 


Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, mild 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


JECTIO 


SITEI 


SITE II 
SITE II 
SITE II 
SITE II 
SITE II 
SITE II 
SITE II 
SITE II 
SITE II 


EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 
SITEI: 
SITE |: 
SITE 1: 
SITE 1: 
SITE 1: 
SITE 1: 


ntramuscular / interstitial; Fibrosis; mild 

inter- / perimuscular; Fibrosis; mild 

subcutis; Inflammation; mixed, moderate 

intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
inter- / perimuscular; Inflammation; mixed, moderate 

myofiber; Degeneration; mild 


: subcutis; Edema; moderate 
SITEI: 
SITEI: 
SITE |: 


intramuscular / interstitial; Edema; mild 

inter- / perimuscular; Edema; moderate 
Hyperplasia; epidermal, widespread, moderate 

: myofiber; Degeneration; mild 

: subcutis; Edema; minimal 

: intramuscular / interstitial, Edema; minimal 

: inter- / perimuscular; Edema; mild 

: intramuscular / interstitial; Fibrosis; mild 

: inter- / perimuscular; Fibrosis; mild 

: subcutis; Inflammation; mixed, moderate 

: intramuscular / interstitial; Inflammation; mixed, mild 
: inter- / perimuscular; Inflammation; mixed, moderate 


K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 
LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : Hemorrhage; acute, multifocal, mild 
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Report No. 38166 2151 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 590 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 190 (Continued) Group: 7 - Group 7 Sex Male 


Histopathology Observations [Correlation] (Continued): 


LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SKELETAL MUSCLE : Infiltration; mixed, multifocal, minimal 

SKELETAL MUSCLE : myofiber; Necrosis; multifocal, minimal 

NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SPLEEN : Hematopoiesis; increased, minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 591 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 191 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 29/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

EYE, RIGHT : (Comment) artefacts 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
JECTION SITE II : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE II: inter- / perimuscular; Fibrosis; minimal 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
DNEY, LEFT : Congestion; moderate 

DNEY, RIGHT : Congestion; moderate 

DNEY, RIGHT : tubule; Basophilia; focal, minimal 

VER : Congestion; moderate 

UNGS WITH BRONCHI : Hemorrhage; acute, multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : (Comment) artefacts 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; minimal 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


CCASA 
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Report No. 38166 2153 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT PAGE: 592 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 191 (Continued) Group: 7 - Group 7 Sex Male 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2154 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 593 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 192 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


HEART : Infiltration, Lymphocytic; multifocal, minimal 

NJECTION SITE I : inter- / perimuscular; Fibrosis; minimal 

NJECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE II : intramuscular / interstitial; Fibrosis; multifocal, minimal 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
NJECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 
K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : Infiltration, Lymphocytic; focal, minimal 

K DNEY, RIGHT : Congestion; moderate 

KIDNEY, RIGHT : tubule; Basophilia; focal, minimal 

K DNEY, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : (Comment) artefacts 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2155 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 594 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 193 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

DRENAL GLAND, RIGHT : Dilation; vascular, minimal 

PIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

PIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

EART : Infiltration, Lymphocytic; focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 
L 
L 


їг тт > 


VER : Congestion; moderate 

UNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
None 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2156 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 595 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 194 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BRA N, CEREBELLUM : (Comment) artefacts 

BRA N, CEREBRUM : (Comment) artefacts 

EPIDIDYMIS, LEFT : Infiltration, Lymphocytic; multifocal, minimal 

EPIDIDYMIS, RIGHT : Infiltration, Lymphocytic; multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
JECTION SITE II : inter- / perimuscular; Fibrosis; minimal 

JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, multifocal, minimal 
TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; minimal 
K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, minimal 

LYMPH МОРЕ, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

PROSTATE GLAND : Infiltration, Lymphocytic; multifocal, mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Report No. 38166 2157 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 596 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 195 Group: 7 - Group 7 Sex Male 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 


Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; mild (H) | LYMPH NODE, LIAC : Infiltration; macrophage, 


multifocal, mild (Н) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; mild (H)] 
Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

JECTION SITE II : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 
L 

L 


VER : Infiltration, Lymphocytic; multifocal, minimal 

UNGS WITH BRONCHI : Hemorrhage; acute, multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH МОРЕ, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; minimal 

PROSTATE GLAND : Infiltration, Lymphocytic; focal, moderate 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

STOMACH, GLANDULAR : mucosa-associated lymphoid tissue; Hyperplasia; mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 
None 
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Report No. 38166 2158 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 597 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 196 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Thickened (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H) | INJECTION 
SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : subcutis; 
Edema; marked (Н) | INJECTION SITE |: inter- / perimuscular; Edema; marked (Н) | NJECTION SITE I : intramuscular / interstitial; Edema; mild 


(Н)] 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 


Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, mild 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Thickened (G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE 1 : Thickened (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Thickened (б) 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Thickened (G)] 
JECTION SITE 1: epidermis; Ulceration; focal, mild 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; marked [INJECTION SITE I : Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [INJECTION SITE I : Thickened (б) 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; marked 

JECTION SITE II : intramuscular / interstitial; Edema; mild 

JECTION SITE II : inter- / perimuscular, Edema; marked 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

NJECTION SITE II : subcutis; Inflammation; mixed, moderate 

NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 

NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 
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HISTOPATHOLOGY REPORT PAGE: 598 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 196 (Continued) Group: 7 - Group 7 Sex Female 


Histopathology Observations [Correlation] (Continued): 


NTEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; mild 

SKIN : dermis; subcutis; Infiltration; mixed, mild 

SPINAL CORD : Cyst; keratinized, single, mild 

SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 

UTERUS : (Comment) incomplete 

VAGINA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


CERVIX - Not Present 
PARATHYROID, RIGHT - Not Present 
PEYERS PATCHES - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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(b) (4) 


HISTOPATHOLOGY REPORT PAGE: 599 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 197 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Thickened (TGL) [INJECTION SITE 1: subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : inter- / 
perimuscular; Edema; marked (Н) | INJECTION SITE I : subcutis; Edema; moderate (Н) | NJECTION SITE I : intramuscular / interstitial; Edema; 
mild (H)] 

JECTION SITE 1: Adhesion : (Comment) to sciatic nerve and bone, muscle jellied (TGL) [INJECTION SITE I : inter- / perimuscular; Fibrosis; 
ild (H)] 

YMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; mild (H) | LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | 
YMPH NODE, LIAC : germinal center; Increased Cellularity; moderate (H)] 

PLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 


кг 5 


о 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, mild 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE | : Thickened (G)] 


JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1 : Thickened (б) | NJECTION SITE 1: Adhesion : (Comment) to 
sciatic nerve and bone, muscle jellied (б) 


JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE 1 : Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE I : Thickened (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE | : Thickened (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Thickened (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Thickened (G)] 

JECTION SITE I : inter- / perimuscular; Edema; marked [INJECTION SITE I : Thickened (б) 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Edema; mild 

JECTION SITE II : inter- / perimuscular, Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II: inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 
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HISTOPATHOLOGY REPORT PAGE: 600 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 197 (Continued) Group: 7 - Group 7 Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

K DNEY, RIGHT : Mineralization; focal, minimal 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; moderate 

PARATHYROID, LEFT : Fibrosis; interstitial, mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Dilation; glandular, multifocal, minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, RIGHT - Not Present 
PITUITARY GLAND - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 601 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 198 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | NJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate (H) 
| INJECTION SITE |: inter- / perimuscular; Fibrosis; mild (Н) | INJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
|: subcutis; Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; marked (Н) | INJECTION SITE | : intramuscular / interstitial; 
Едета; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, moderate 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate [INJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; marked [INJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, mild 

JECTION SITE II : subcutis; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Edema; mild 

JECTION SITE II : inter- / perimuscular; Edema; moderate 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, multifocal, moderate 
JECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 

TEST NE, CECUM : Infiltration, Eosinophilic; increased, minimal 

TEST NE, COLON : Infiltration, Eosinophilic; increased, minimal 

TEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 
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HISTOPATHOLOGY REPORT PAGE: 602 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 198 (Continued) Group: 7 - Group 7 Sex Female 


Histopathology Observations [Correlation] (Continued): 


K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, ILIAC : Histocytosis; mild 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Inflammation; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; marked 

OPTIC NERVE, LEFT : Hemorrhage; acute, focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SKIN : dermis; subcutis; Infiltration; mixed, focal, mild 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 199 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


JECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; mild (Н) | INJECTION SITE I : inter- / perimuscular; 
Edema; moderate (H) | INJECTION SITE I : intramuscular / interstitial; Edema; mild (H)] 

LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; mild (H)] 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 

UTERUS : Dilation (TGL) [UTERUS : Dilation; mild (H)] 

UTERUS : Filled With Liquid : (Comment) clear (TGL) [UTERUS : Dilation; mild (H)] 

JECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (Н) | NJECTION SITE 
| : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | 
JECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE 
11: intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE II : intramuscular / interstitial; Edema; mild (Н) | INJECTION SITE II : subcutis; 
Edema; mild (H) | NJECTION SITE II : inter- / perimuscular, Edema; moderate (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, mild 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 
CERVIX : Keratinization; epithelial, mild 
HARDERIAN GLAND, RIGHT : Infiltration; mixed, focal, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE II : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; mild [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, mild 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 
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Animal: 


199 (Continued) 


Group: 7 - Group 7 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 
NJECTIO 


ж 


LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 


SITE II 


SITE II 


SITE II : 
SITE II : 
TEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 
DNEY, LEFT : Congestion; moderate 
KIDNEY, RIGHT : Congestion; moderai 
LIVER : Congestion; moderate 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

CERVICAL : germinal center; Increased Cellularity; mild 

LIAC : Histocytosis; minimal 

LIAC : Plasmacytosis; moderate [LYMPH NODE, ПАС: Enlarged (G)] 

LIAC : Inflammation; mild 

LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 


: subcutis; Edema; 
SITE II : 
: inter- / perimuscul 
SITE II : 
SITE II : 
SITE II : 


intramuscular / in 


intramuscular / in 
inter- / perimuscu 


mild | NJECTION SITE II : Indurated (G)] 

erstitial; Edema; mild [INJECTION SITE II : Indurated (С)] 
ar; Edema; moderate [INJECTION SITE II : Indurated (С)] 
erstitial; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 
ar; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 


subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 


intramuscular / int 
inter- / perimuscul 


erstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated (G)] 
ar; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 


e 


NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SKIN : dermis; subcutis; Infiltration; mixed, focal, minimal 
SPLEEN : Congestion; minimal 
SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (С)] 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

UTERUS : Dilation; mild [UTERUS : Dilation (б) | UTERUS : Filled With Liquid : (Comment) clear (G)] 
VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


None 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 605 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 200 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (H) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (H) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE |: intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE I : inter- / 
perimuscular; Edema; moderate (Н) | INJECTION SITE I : subcutis; Edema; moderate (Н) | NJECTION SITE I : intramuscular / interstitial; 
Едета; mild (H)] 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; moderate (H)] 

Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 

None 

Histopathology Animal Details: 

No animal details found 


Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, moderate 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HARDERIAN GLAND, RIGHT : Infiltration; mixed, focal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 
JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 
JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; marked 

JECTION SITE II : intramuscular / interstitial; Edema; mild 

JECTION SITE II : inter- / perimuscular, Edema; marked 

JECTION SITE II : myofiber; Necrosis; multifocal, minimal 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : subcutis; Inflammation; mixed, moderate 

JECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 


FDA-CBER-2021-5683-0767884 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 2167 
Amendment No. 1 to Final Report 


HISTOPATHOLOGY REPORT 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 606 


Animal: 200 (Continued) Group: 7 - Group 7 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 
NTEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; minimal 


K DNEY, LEFT 


: Congestion; mild 


K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 
LIVER : periportal; Vacuolation; hepatocellular, mild 


LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 


CERVICAL : Histocytosis; mild 

CERVICAL : germinal center; Increased Cellularity; mild 

LIAC : Histocytosis; minimal 

LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 

LIAC : Inflammation; mild 

LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (G)] 
MESENTERIC : Histocytosis; mild 

MESENTERIC : germinal center; Increased Cellularity; mild 


NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
THYMUS : Hemorrhage; acute, focal, minimal 

URINARY BLADDER : Infiltration, Lymphocytic; focal, minimal 
VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 201 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE 1 : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 1: subcutis; Edema; moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Edema; marked (Н) | NJECTION SITE I : intramuscular / interstitial; Edema; mild (Н) | NJECTION SITE II : subcutis; Edema; 
moderate (Н) | INJECTION SITE I : inter- / perimuscular; Fibrosis; mild (Н)] 


NERVE, SCIATIC : (Comment) left 


NERVE, SCIATIC : Adhesion : (Comment) to injection site | (TGL) 


NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, moderate (H) | NJECTION SITE 
Il: inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II : intramuscular / interstitial; Edema; mild (Н) | NJECTION SITE 
Il : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE II : inter- / perimuscular; Edema; marked (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, mild 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE |: intramuscular / interstitial; Fibrosis; mild | NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (С)] 

JECTION SITE 1: dermis; epidermis; Inflammation; neutrophilic, focal, mild 

JECTION SITE I : subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild | NJECTION SITE 1 : Indurated (G)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; marked [INJECTION SITE I : Indurated (G)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE 1: Pustule; epidermal, focal, minimal 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate [INJECTION SITE 1 : Indurated (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated (С)] 

JECTION SITE II : inter- / perimuscular; Edema; marked [INJECTION SITE II : Indurated (С)] 
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Animal: 201 (Continued) Group: 7 - Group 7 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Indurated (С)] 
NJECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 
NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated (С)] 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE ІІ: Indurated (G)] 
K DNEY, LEFT : Congestion; mild 

K DNEY, LEFT : Mineralization; multifocal, minimal 

K DNEY, RIGHT : Congestion; mild 

K DNEY, RIGHT : Mineralization; multifocal, minimal 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 

LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SKIN : dermis; subcutis; Infiltration; mixed, focal, moderate 

SPLEEN : Hematopoiesis; increased, mild 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 
PARATHYROID, RIGHT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 609 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 202 Group: 7 - Group 7 Sex Female 


Dose: Group 7: 100 ug/BNT162b2/animal 


Death Date: 
Necropsy Date: 


08/04/2020 
08/04/2020 


Removal Reason: 


Histo Recorder: 


Killed Terminal 


Study Day (Week) of Death: 17 (3) 


(b) (6), (b) (4) 


Gross Pathology Animal Details: 

No animal details found 

Gross Pathology Observations [Correlation]: 

NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcuti 


s; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 


perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 


SITE I : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE 


1: intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; 


Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE 1 : intramuscular / interstitial; Edema; 


mild (H)] 

LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : P 
Increased Cellularity; moderate (H)] 

SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, 


asmacytosis; moderate (H) | LYMPH NODE, ILIAC : germinal center; 


minimal (H)] 


NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE II : subcutis; Inflammation; mixed, mild (H) | INJECTION SITE II : 


inter- / perimuscular; Inflammation; mixed, moderate (Н) | МЈЕСТ 


ON SITE II : intramuscular / interstitial; Inflammation; mixed, mild (H) | 


NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II : intramuscular / interstitial; Edema; minimal (Н) | INJECTION 
SITE II : subcutis; Edema; minimal (Н) | INJECTION SITE II : inter- / perimuscular; Edema; mild (Н) | INJECTION SITE II : intramuscular / 
interstitial; Fibrosis; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 


None 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 


Histopathology Animal Details: 


No animal details found 


Histopathology Observations [Correlation]: 


BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE I : Indurated (С)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: epidermis; Ulceration; focal, minimal 

JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE 1: Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE 1: Scab; epidermal, focal, minimal 

JECTION SITE II : myofiber; Degeneration; minimal 

JECTION SITE II : subcutis; Edema; minimal [INJECTION SITE II : Indurated (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; minimal | NJECTION SITE II : Indurated (G)] 
JECTION SITE II : inter- / perimuscular; Edema; mild [INJECTION SITE II : Indurated (G)] 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 
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Animal: 202 (Continued) Group: 7 - Group 7 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Indurated (С)] 

NJECTION SITE II : subcutis; Inflammation; mixed, mild | NJECTION SITE II : Indurated (С)] 

NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated (G)] 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 
K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, LIAC : Plasmacytosis; moderate [LYMPH NODE, LIAC : Enlarged (G)] 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SKIN : dermis; subcutis; Infiltration; mixed, minimal 

SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

THYMUS : Hemorrhage; acute, multifocal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

PARATHYROID, LEFT - Not Present 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 


Death Date: 


203 


Necropsy Date: 


Group: 7 - Group 7 


Dose: Group 7: 100 ug/BNT162b2/animal 


08/04/2020 Removal Reason: Killed Terminal 
08/04/2020 Study Day (Week) of Death: 
Histo Recorder: (b) (6), (b) (4) 


17 (3) 


Sex Female 


Gross Pathology Animal Details: 


No animal details found 


Gross Pathology Observations [Correlation]: 


SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 


Gross Pathology - The following Tissues were Not Examined: 


None 


Gross Pathology - The following Protocol Required Tissues were Not Processed: 


None 


Histopathology Animal Details: 


No animal details found 


Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, mild 
BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 


JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 
JECTIO 


JECTIO 


SITEI: 
SITEI: 
SITEI: 
SITEI: 
SITEI: 


SITEI 


SITE II 
SITE II 
SITE II 


ntramuscular / interstitial; Fibrosis; mild 

nter- / perimuscular; Fibrosis; mild 

subcutis; Inflammation; mixed, moderate 
ntramuscular / interstitial; Inflammation; mixed, mild 
nter- / perimuscular; Inflammation; mixed, moderate 


: myofiber; Degeneration; mild 
SITEI: 
SITEI: 
SITE |: 
SITE 1: 
SITE II : 
SITE II : 
SITE II : 


subcutis; Edema; mild 
ntramuscular / interstitial, Edema; mild 

nter- / perimuscular; Edema; moderate 
Hyperplasia; epidermal, widespread, moderate 
myofiber; Degeneration; minimal 

Hyperplasia; epidermal, widespread, mild 
subcutis; Edema; minimal 


: intramuscular / interstitial, Edema; minimal 
: inter- / perimuscular; Edema; mild 

: intramuscular / interstitial; Fibrosis; mild 
SITE II : 
SITE II : 
SITE II : 
SITE II : 


inter- / perimuscular; Fibrosis; mild 
subcutis; Inflammation; mixed, mild 
intramuscular / interstitial; Inflammation; mixed, mild 
inter- / perimuscular; Inflammation; mixed, moderate 


K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LIVER : Infiltration, Lymphocytic; multifocal, minimal 

LIVER : periportal; Vacuolation; hepatocellular, mild 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LYMPH NODE, CERVICAL : Histocytosis; mild 
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Animal: 203 (Continued) Group: 7 - Group 7 Sex Female 


Histopathology Observations [Correlation] (Continued): 


LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 
LYMPH NODE, LIAC : Histocytosis; minimal 

LYMPH NODE, LIAC : Plasmacytosis; moderate 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
NERVE, SCIATIC : perineural; Inflammation; minimal 

PEYERS PATCHES : Mineralization; focal, minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 
SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (С)] 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PARATHYROID, LEFT - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 204 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 08/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [INJECTION SITE I : subcutis; Inflammation; mixed, moderate (H) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; 
Edema; moderate (Н) | NJECTION SITE I : inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Edema; 
mild (H)] 
LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | LYMPH NODE, ILIAC : germinal center; 
Increased Cellularity; mild (H)] 
SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, minimal (H)] 

NJECTION SITE II : Indurated : (Comment) muscle (TGL) [INJECTION SITE | : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE 
Il : inter- / perimuscular; Inflammation; mixed, moderate (Н) | NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild (Н) | 
NJECTION SITE II : inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE II: intramuscular / interstitial; Fibrosis; mild (Н) | NJECTION SITE 
11: intramuscular / interstitial; Edema; mild (Н) | NJECTION SITE II : subcutis; Edema; moderate (Н) | NJECTION SITE II : inter- / perimuscular; 
Edema; moderate (Н)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, mild 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE 1: Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE | : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : subcutis; Edema; moderate [INJECTION SITE II : Indurated (G)] 

JECTION SITE II : intramuscular / interstitial; Edema; mild [INJECTION SITE II : Indurated (С)] 

JECTION SITE II : inter- / perimuscular, Edema; moderate [INJECTION SITE II : Indurated (G)] 
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Animal: 204 (Continued) Group: 7 - Group 7 Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : intramuscular / interstitial; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 

NJECTION SITE II : inter- / perimuscular; Fibrosis; mild [INJECTION SITE II : Indurated (G)] 

NJECTION SITE II : subcutis; Inflammation; mixed, moderate [INJECTION SITE II : Indurated (G)] 
NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild [INJECTION SITE II : Indurated (С)] 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate [INJECTION SITE ІІ: Indurated (G)] 
NTEST NE, RECTUM: In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : periportal; Vacuolation; hepatocellular, minimal 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, ILIAC : Histocytosis; mild 
LYMPH NODE, ШАС : Plasmacytosis; moderate [LYMPH NODE, ШАС : Enlarged (G)] 
LYMPH NODE, LIAC : Inflammation; mild 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (С)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; mild 

SPLEEN : Congestion; minimal 

SPLEEN : Hematopoiesis; increased, minimal [SPLEEN : Enlarged (G)] 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, focal, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PARATHYROID, LEFT - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 205 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 08/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 08/04/2020 Study Day (Week) of Death: 17 (3) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


NJECTION SITE I : Indurated (TGL) [ NJECTION SITE 1 : subcutis; Inflammation; mixed, moderate (Н) | INJECTION SITE I : inter- / 
perimuscular; Inflammation; mixed, moderate (Н) | INJECTION SITE 1 : intramuscular / interstitial; Inflammation; mixed, mild (Н) | INJECTION 
SITE 1: inter- / perimuscular; Fibrosis; mild (Н) | NJECTION SITE I : intramuscular / interstitial; Fibrosis; mild (Н) | INJECTION SITE 1: subcutis; 
Edema; moderate (Н) | NJECTION SITE |: inter- / perimuscular; Edema; moderate (Н) | INJECTION SITE I : intramuscular / interstitial; Edema; 
mild (H)] 
LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; mild (H) | LYMPH NODE, LIAC : Plasmacytosis; moderate (H) | 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild (Н) 
ERVE, SCIATIC : (Comment) left 

ERVE, SCIATIC : Adhesion : (Comment) to injection site | (TGL) 
SPLEEN : Enlarged (TGL) [SPLEEN : Hematopoiesis; increased, mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


BONE, OS FEMORIS WITH JOINT : surrounding tissue; Inflammation; mixed, focal, mild 

BONE MARROW, OS FEMORIS WITH JOINT : Increased Cellularity; minimal 

HARDERIAN GLAND, RIGHT : Infiltration; mixed, multifocal, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild | NJECTION SITE 1: Indurated (G)] 

JECTION SITE 1: subcutis; Inflammation; mixed, moderate [INJECTION SITE I : Indurated (С)] 

JECTION SITE I : intramuscular / interstitial; Inflammation; mixed, mild [ NJECTION SITE I : Indurated (С)] 
JECTION SITE I : inter- / perimuscular; Inflammation; mixed, moderate [ NJECTION SITE I : Indurated (G)] 
JECTION SITE 1: myofiber; Degeneration; mild 

JECTION SITE 1: subcutis; Edema; moderate [INJECTION SITE I : Indurated (G)] 

JECTION SITE I : intramuscular / interstitial; Edema; mild [ NJECTION SITE I : Indurated (G)] 

JECTION SITE I : inter- / perimuscular; Edema; moderate | NJECTION SITE I : Indurated (С)] 

JECTION SITE 1: Hyperplasia; epidermal, widespread, moderate 

JECTION SITE II : myofiber; Degeneration; mild 

JECTION SITE II : Hyperplasia; epidermal, widespread, mild 

JECTION SITE II : subcutis; Edema; marked 

JECTION SITE II : intramuscular / interstitial; Edema; mild 

JECTION SITE II : inter- / perimuscular; Edema; marked 

JECTION SITE II : intramuscular / interstitial; Fibrosis; mild 

JECTION SITE II : inter- / perimuscular; Fibrosis; mild 
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Animal: 205 (Continued) Group: 7 - Group 7 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


NJECTION SITE II : subcutis; Inflammation; mixed, moderate 
NJECTION SITE II : intramuscular / interstitial; Inflammation; mixed, mild 
NJECTION SITE II : inter- / perimuscular; Inflammation; mixed, moderate 
NTEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 


K DNEY, LEFT 


: Congestion; moderate 


K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Hematopoiesis; extramedullary, multifocal, minimal 
LIVER : periportal; Vacuolation; hepatocellular, mild 
LUNGS WITH BRONCHI! : Infiltration; mixed, focal, mild 


LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 
LYMPH NODE, 


CERVICAL : Histocytosis; mild 

LIAC : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LIAC : Plasmacytosis; moderate [LYMPH NODE, ШАС : Enlarged (G)] 

LIAC : Inflammation; minimal 

LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
MESENTERIC : Histocytosis; moderate 

MESENTERIC : germinal center; Increased Cellularity; mild 


NERVE, SCIATIC : perineural; Inflammation; moderate 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 
SKIN : dermis; subcutis; Infiltration; mixed, focal, moderate 

SPLEEN : Hematopoiesis; increased, mild [SPLEEN : Enlarged (G)] 
STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 
THYMUS : Hemorrhage; acute, multifocal, minimal 

VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


PARATHYROID, LEFT - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 


FDA-CBER-2021-5683-0767895 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


Report No. 38166 2178 
Amendment No. 1 to Final Report 


(b) (4) 


HISTOPATHOLOGY REPORT 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 617 


Animal: 206 Group: 7 - Group 7 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

о observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


HARDERIAN GLAND, LEFT : Infiltration, Lymphocytic; focal, mild 

HARDERIAN GLAND, RIGHT : Infiltration; mixed, focal, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 
JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
JECTION SITE II : inter- / perimuscular; Fibrosis; minimal 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 
TEST NE, COLON : Infiltration, Eosinophilic; increased, minimal 

TEST NE, RECTUM : In iltration, Eosinophilic; increased, minimal 

K DNEY, LEFT : Congestion; mild 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 
LYMPH NODE, CERVICAL : (Comment) artefacts 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal 

LYMPH NODE, ILIAC : Plasmacytosis; mild 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild 

LYMPH NODE, LIAC : germinal center; Increased Cellularity; moderate 

LYMPH NODE, MESENTERIC : Histocytosis; minimal 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 
PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 

THYMUS : Hemorrhage; acute, multifocal, minimal 
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HISTOPATHOLOGY REPORT PAGE: 618 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 206 (Continued) Group: 7 - Group 7 Sex Female 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 619 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 207 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; minimal (H) | LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | 
LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild (H) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE |: inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, minimal 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

JECTION SITE II : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE II : inter- / perimuscular; Fibrosis; minimal 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

K DNEY, LEFT : Congestion; moderate 

K DNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ILIAC : Histocytosis; minimal [LYMPH NODE, ШАС : Enlarged (G)] 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; minimal 

TRACHEA : (Comment) artefacts 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 
PARATHYROID, RIGHT - Not Present 
Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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Animal: 208 Group: 7 - Group 7 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Sex Female 


Gross Pathology Animal Details: 

o animal details found 

Gross Pathology Observations [Correlation]: 

o observations found 

Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


CERVIX : Keratinization; epithelial, minimal 

K DNEY, LEFT : Congestion; moderate 

K DNEY, LEFT : tubule; Cast; hyaline, focal, minimal 

K DNEY, RIGHT : Congestion; mild 

LIVER : Congestion; mild 

LIVER : Infiltration; mixed, multifocal, mild 

LUNGS WITH BRONCHI : macrophage; Pigmentation; brown, multifocal, minimal 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : macrophage; Pigmentation; mild 
TRACHEA : Infiltration, Lymphocytic; focal, minimal 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 


Histopathology - The following Tissues were Not Examined: 


LYMPH NODE, CERVICAL - Not Present 
LYMPH NODE, LIAC - Not Present 
SALIVARY GLANDS, SUBLINGUAL - Not Present 


Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 621 


© Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


Animal: 209 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 

Death Date: 29/04/2020 Removal Reason: Killed Terminal 

Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
No animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, LIAC : Enlarged (TGL) [LYMPH NODE, LIAC : Histocytosis; minimal (H) | LYMPH NODE, ILIAC : Plasmacytosis; minimal (H) | 
LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, moderate (H) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; mild 
(Н)] 


Gross Pathology - The following Tissues were Not Examined: 


None 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
None 

Histopathology Animal Details: 

No animal details found 

Histopathology Observations [Correlation]: 


ADRENAL GLAND, LEFT : Dilation; vascular, minimal 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

JECTION SITE II : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE II: inter- / perimuscular; Fibrosis; mild 

JECTION SITE II : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; mild 

LYMPH NODE, CERVICAL : Histocytosis; mild 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ШАС : Histocytosis; minimal [LYMPH NODE, ПАС: Enlarged (G)] 

LYMPH NODE, ШАС : Plasmacytosis; minimal [LYMPH NODE, ILIAC : Enlarged (б) 
LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, moderate [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

LYMPH NODE, MESENTERIC : germinal center; Increased Cellularity; mild 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

PITUITARY GLAND : (Comment) incomplete 

VAGINA : Keratinization; epithelial, minimal 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT PAGE: 622 
© Study No.: 38166 Repeat-Dose Toxicity Study 
Individual Animal Data 
Animal: 210 Group: 7 - Group 7 Sex Female 
Dose: Group 7: 100 ug/BNT162b2/animal 
Death Date: 29/04/2020 Removal Reason: Killed Terminal 
Necropsy Date: 29/04/2020 Study Day (Week) of Death: 38 (6) 
Histo Recorder: (b) (6), (b) (4) 


Gross Pathology Animal Details: 
o animal details found 
Gross Pathology Observations [Correlation]: 


LYMPH NODE, ILIAC : Enlarged (TGL) [LYMPH NODE, ILIAC : Histocytosis; mild (H) | LYMPH NODE, ILIAC : Plasmacytosis; mild (H) | LYMPH 
ODE, LIAC : Infiltration; macrophage, multifocal, mild (Н) | LYMPH NODE, ILIAC : germinal center; Increased Cellularity; mild (H)] 


Gross Pathology - The following Tissues were Not Examined: 

one 

Gross Pathology - The following Protocol Required Tissues were Not Processed: 
one 


Histopathology Animal Details: 


o animal details found 
Histopathology Observations [Correlation]: 


ADRENAL GLAND, RIGHT : Dilation; vascular, minimal 

CERVIX : Keratinization; epithelial, mild 

JECTION SITE I : intramuscular / interstitial; Fibrosis; multifocal, minimal 

JECTION SITE I : inter- / perimuscular; Fibrosis; mild 

JECTION SITE I : intramuscular / interstitial; Inflammation; lymphohistiocytic, multifocal, mild 
JECTION SITE I : inter- / perimuscular; Inflammation; lymphohistiocytic, mild 

JECTION SITE II: inter- / perimuscular; Fibrosis; minimal 

JECTION SITE II : inter- / perimuscular; Inflammation; lymphohistiocytic, minimal 

TEST NE, RECTUM : (Comment) artefacts 

TEST NE, RECTUM : mucosa-associated lymphoid tissue; Hyperplasia; mild 

K DNEY, LEFT : Congestion; moderate 

KIDNEY, RIGHT : Congestion; moderate 

LIVER : Congestion; moderate 

LUNGS WITH BRONCHI : bronchial-associated lymphoid tissue; Hyperplasia; minimal 
LUNGS WITH BRONCHI : perivascular; Infiltration, Eosinophilic; multifocal, minimal 

LYMPH NODE, CERVICAL : Histocytosis; minimal 

LYMPH NODE, CERVICAL : germinal center; Increased Cellularity; mild 

LYMPH NODE, ШАС : Histocytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, ILIAC : Plasmacytosis; mild [LYMPH NODE, ILIAC : Enlarged (G)] 

LYMPH NODE, LIAC : Infiltration; macrophage, multifocal, mild [LYMPH NODE, LIAC : Enlarged (G)] 
LYMPH NODE, LIAC : germinal center; Increased Cellularity; mild [LYMPH NODE, ILIAC : Enlarged (G)] 
LYMPH NODE, MESENTERIC : Histocytosis; mild 

SKELETAL MUSCLE : Infiltration, Lymphocytic; focal, minimal 

NERVE, SCIATIC : perineural; Inflammation; minimal 

PEYERS PATCHES : germinal center; Increased Cellularity; moderate 

SPLEEN : Congestion; minimal 

STOMACH, GLANDULAR : Infiltration, Eosinophilic; mild 
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Animal: 210 (Continued) Group: 7 - Group 7 


Sex Female 


Histopathology Observations [Correlation] (Continued): 


STOMACH, GLANDULAR : Dilation; glandular, multifocal, minimal 
VAGINA : Keratinization; epithelial, mild 


Any remaining protocol required tissues, which have been examined, have no visible lesions 
Histopathology - The following Tissues were Not Examined: 

None 

Histopathology - The following Protocol Required Tissues were Not Processed: 


None 
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HISTOPATHOLOGY REPORT 


Codes 


(TGL) = Trackable Gross Lesion, (MPF) = Major Pathological Finding, (?) = Questionable, (E) = Excluded, 


(9?) Study No.: 38166 Repeat-Dose Toxicity Study 


Individual Animal Data 


PAGE: 624 


Key Page 


(C) = Clinical Observation, (M) = Mass, (С) = Gross Pathology, (Н) = Histopathology 


Report Request Items 


Animals Included: 


Groups: 
Observation Type: 
Tissues: 
Removal Reasons: 


Group Information 


Short Name 


Long Name 


~“ со сл RC го P 


Group 1 
Group 2 
Group 3 
Group 4 
Group 5 
Group 6 
Group 7 


1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 
31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 
58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 
85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99, 100, 101, 102, 103, 104, 105, 106, 107, 108, 
109, 110, 111, 112, 113, 114, 115, 116, 117, 118, 119, 120, 121, 122, 123, 124, 125, 126, 127, 128, 
129, 130, 131, 132, 133, 134, 135, 136, 137, 138, 139, 140, 141, 142, 143, 144, 145, 146, 147, 148, 
149, 150, 151, 152, 153, 154, 155, 156, 157, 158, 159, 160, 161, 162, 163, 164, 165, 166, 167, 168, 
169, 170, 171, 172, 173, 174, 175, 176, 177, 178, 179, 180, 181, 182, 183, 184, 185, 186, 187, 188, 
189, 190, 191, 192, 193, 194, 195, 196, 197, 198, 199, 200, 201, 202, 203, 204, 205, 206, 207, 208, 


209, 210 


All 
Gross and Histo 
All 
All 


Type 
Contro 
Dose 
Dose 
Dose 
Dose 
Dose 
Dose 
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APPENDIX 1 


Certificate of Analysis 
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Q Donaustrafle 99 
A-3400 Klosterneuburg, Austria 

POUJMUN Бант 

ах: +43-2243- 

Kum E-Mail: office@polymun.com 
Immunbiologische Forschung GmbH http://www.polymun.com 
Non-GMP CoA 
Material not for human use 
Version 3 

Product: CoVVAC 
Batch: RBLO63.3 LNP 
Lot: CoVVAC/090320 


Appearance Visual Inspection (224/SOP/011) 


RNA identity CE (223/SOP/016) 
RNA integrity CE (223/SOP/016) 
RNA content Ribogreen Assay (221/SOP/018) 


RNA encapsulation He nl sen dd Bi ie 
ALC-0315 content HPLC-CAD (222/SOP/044) 
ALC-0159 content HPLC-CAD (222/SOP/044) 

DSPC content HPLC-CAD (222/SOP/044) 
Cholesterol content HPLC-CAD (222/SOP/044) 

Particle size (24) айта ы de 


Dynamic light scattering 
224/SOP/002 

pH (224/SOP/016) 
Freezing point depression 
(224/SOP/009) 
Turbidimetric, kinetic LAL assay 
(Ph.Eur. 2.6.14/ USP<85>) 
Membrane filtration method 
225/SOP/001 


Polydispersity index (PDI) 


Osmolality 


Endotoxins/Pyrogens 


Bioburden 


Store at: -70°C 


Date: 26. 03 : 2020 


Date: 6 05.2 2 
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Donaustrafe 99 
A-3400 Klosterneuburg, Austria 


POLJMUN сисаи 


E-Mail: office&polymun.com 


http://www.polymun.com 
Non-GMP CoA 
Material not for human use 
Version 3 
Product: CoVVAC 
Batch: RBLO63.1 LNP 
Lot: CoVVAC/110320 
Appearance Visual Inspection (224/SOP/011) 


RNA identity CE (223/SOP/016) 
RNA integrity CE (223/SOP/016) 


RNA content Ribogreen Assay (221/SOP/018) 


Ribogreen assay +/- LNP disruption 
(221/SOP/018 


ALC-0315 content HPLC-CAD (222/SOP/044) 
ALC-0159 content HPLC-CAD (222/SOP/044) 
DSPC content HPLC-CAD (222/SOP/044) 


HPLC-CAD (222/SOP/044) 
Dynamic light scattering 
(224/SOP/002) 

Dynamic light scattering 
(224/SOP/002 

pH (224/SOP/016) 
Freezing point depression 
(224/SOP/009) 

Turbidimetric, kinetic LAL assay 
(Ph.Eur. 2.6.14/ USP<85>) 
Membrane filtration method 
225/SOP/001 


RNA encapsulation 


Cholesterol content 


Particle size (25) 


Polydispersity index (PDI) 


Osmolality 


Endotoxins/Pyrogens 


Bioburden 


Store at: -70°C 


Date: 46.05.1220 


Date: )(5,9 3. Lo Qe 
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Donaustrafie 99 
A-3400 Klosterneuburg, Austria 
POLJMUN Fax: +43.2243.25060.399 


CE E-Mail: office@polymun.com 
Immunblologische Forschung GmbH http://www.polymun.com 
Non-GMP CoA 
Material not for human use 
Version 3 
Product: CoVVAC 
Batch: RBP020.3 LNP 
Lot: CoVVAC/100320 


3 


Appearance Visual Inspection (224/SOP/011) | 
RNA identity CE (223/SOP/016) 

RNA integrity CE (223/SOP/016) 

RNA content Ribogreen Assay (221/SOP/018) 


RNA éncapsulatioh Ribogreen assay +/- LNP disruption 


(221/SOP/018) 
ALC-0315 content HPLC-CAD (222/SOP/044) 
ALC-0159 content HPLC-CAD (222/SOP/044) 
DSPC content HPLC-CAD (222/SOP/044) 
Cholesterol content HPLC-CAD (222/SOP/044) 
Particle size (Zavg) rien ahi 


Dynamic light scattering 
224/SOP/002 

pH (224/SOP/016) 
Freezing point depression 
(224/SOP/009) 

Turbidimetric, kinetic LAL assay 
(Ph.Eur. 2.6.14/ USP<85>) 
Membrane filtration method 
225/SOP/001 


Polydispersity index (РО!) 


Osmolality 
Endotoxins/Pyrogens 


Bioburden 


Store at: -70°C 


Date: L 6. 0 2022-0 


Date: d. OS. PNE 
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Non-GMP CoA 
Material not for human use 
Version 3 
Product: CoVVAC 
Batch: RBP020.1LNP 
Lot: CoVVAC/160320 


[m [== 


del en +/- LNP disruption 


au t 


(224/SOP/002) 


Dynamic light scattering 
Polydispersity index (РО!) 224/SOP/002) 
[m |южембоншы 
Freezing point depression 
Osmolality (224/SOP/003) 


Turbidimetric, kinetic LAL assay 
Endoroxins/Pyrogans (Ph.Eur. 2.6.14/ USP<85>) 
Bioburden Membrane filtration method 
225/SOP/001 


Store at: -70*C 


Date: 26. 03.2020 


Date: 16. OD Lote 


БопаивігаЙе 99 

A-3400 Klosterneuburg, Austria 
Tel.: +43-2243-25060-300 

Fax: +43-2243-25060-399 
E-Mail: office@polymun.com 
http://www.polymun.com 


Result 
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Donaustrafie 99 
A-3400 Klosterneuburg, Austria 


POUJMUN uoo e 


E-Mail: office@polymun.com 


http://www.polymun.com 
Non-GMP CoA 
Material not for human use 
Version 2 
Product: CoVVAC 
Batch: RBS004.3 LNP 
Lot: CoVVAC/130320 


а | e 


nean е +/- LNP disruption 


Dynamic light scattering 
Particle size (Zavg) (224/50Р/002) 
> Dynamic light scattering 
Polydispersity index (PDI) 224/50Р/002) 
„и ________| ромске 


Freezing point depression 
Ота, (224/50Р/009) 
Turbidimetric, kinetic LAL assay 
Endotoxins/Pyrogens (Ph.Eur. 2.6.14/ USP«85») 
&obürden Membrane filtration method 
225/SOP/001 


Store at: -70°C 


Date: 26. 03 2020 


Date: 1G .D 3. 7976 _ 
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APPENDIX 2 


Composition of the Diet; 
Limitation for Contaminants in the Diet, 
Drinking Water and Bedding Material 


ABBREVIATIONS 

96 per cent 

Bq becquerel 

IU international unit 
kg kilogram 

L litre 

mg milligram 

MJ megajoule 

ppb parts per billion 
ug microgram 
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Composition of the diet 


Standard Diet for Rats and Mice 
ssniff 8 V 1534 R/M-H, maintenance diet, pellets 10 mm 
ssniff 6V 1535 R/M-H, maintenance diet, pellets 15 mm 


(ssniff Spezialdiaten GmbH, 59494 Soest, Germany) 


Ingredients 

(average content in the diet 96) 
Crude protein 19.0 
Crude fat 3.3 
Crude fibres 5.0 
Crude ash 6.4 
N-free extracts 54.6 
Starch 35.9 
Sugar 5.4 
Metabolizable Energy (MJ /kg) 
Gross energy 16.2 
M etabolizable 

energy 13.5 
Minerals 

(average content in the diet 96) 
Calcium 1.00 
Phosphorus 0.70 
Sodium 0.24 
Magnesium 0.22 
Potassium 0.92 


Amino Acids 
(average content in the diet 96) 


Lysine 1.00 
Methionine 0.33 
Cystine 0.35 
Met + Cys 0.68 
Threonine 0.71 
Tryptophan 0.25 
Arginine 1.19 
Histidine 0.48 
Valine 0.90 
Isoleucine 0.79 
Leucine 1.39 
Phenylalanine 0.88 
Phe + Tyr 1.49 
Glycine 0.88 
Glutamic acid 4.10 
Aspartic acid 1.79 
Proline 1.29 
Serine 0.99 
Alanine 0.82 


Trace Elements 
(average content diet in mg per 1000 g) 


Iron 189 
Manganese 68 
Zinc 91 
Copper 15 
lodine 2.1 
Selenium 0.3 
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Vitamins 

(additive per 1 000 g of diet) 

Vitamin A 15000 IU 
Vitamin D3 1100 IU 
Vitamin E 110 mg 
Vitamin K (as MNB) 7 mg 
Thiamine (B1) 18 mg 
Riboflavin (B2) 22 mg 
Pyridoxine (B 6) 21 mg 
Cobalamin (B12) 100 ug 
Nicotinic acid 115 mg 
Pantothenic acid 40 mg 
Folic acid 7 mg 
Biotin 510 ug 
Choline 1370 mg 


Limitation for contaminants in the diet (ppb) 


Aflatoxin (Bi, Bz, Gi, G2), total 
Lindane 
Heptachlor 
Malathion 
DDT (Total) 
Dieldrin 
Cadmium 
Arsenic 
Lead 
Mercury 
Selenium 
PCB 


Fatty Acids 


ООООООООО 
кҥн pH № H а ~ 
со со сос о оо AN 
оо кюохҥҥ ооооо 


0.23 
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Limitation for contaminants in the drinking water [mg/L] 


max. 
Iron 0.200 
Manganese 0.050 
Ammonium 0.50 
Chloride 250 
Arsenic 0.010 
Lead 0.010 
Cadmium 0.0030 
Chromium 0.050 
Cyanide 0.050 
Fluoride 1.5 
Nickel 0.020 
Nitrite 0.50 
Nitrate 50 
Mercury 0.0010 
Vinylchloride 0.00050 
Acrylamide 0.00010 
Benzene 0.0010 
Boron 1.0 
Bromate 0.010 
Selenium 0.010 
Antimony 0.0050 
Copper 2.0 
Aluminium 0.200 
Sodium 200 
Sulphate 250 
Uranium 0.010 
Polycyclic aromatic hydrocarbons 
- Benzo-(b)-fluoroanthene 
- Benzo-(k)-fluoroanthene 
- Benzo-(ghi)-perylene 
- Indeno-(1,2,3-cd)-pyrene total 0.00010 
- Benzo-(a)-pyrene 0.000010 
Chlorinated organic compounds 
Trihalogenemethane including 

Trichloromethane, 

Bromodichloromethane, 

Dibromochloromethane and 

Tribromomethane total 0.050 
- 1,2-Dichloroethane 0.0030 
- Tetrachloroethene and Trichloroethene 0.010 
- Epichlorohydrine 0.00010 
Organic chemical compounds used as 
pesticides and biocides including 
their toxic metabolites maximum of 0.00010/substance 
except for 
- Aldrin 0.000030 
- Dieldrin 0.000030 
- Heptachlor 0.000030 
- Heptachloroepoxide 0.000030 

maximum total of 0.00050 

Tritium [Bq/L] 100 
pH between 6.5 and 9.5 
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Limitation for contaminants in the bedding material [mg/kg] 
max. 


Aflatoxin (B1) 
Chlordane 
Endrine 

Fluorine 

Lindane 
Heptachlor and epoxide 
DDT, DDE, DDD 
Dieldrin and aldrin 
Arsenic 

Lead 

Mercury 

Nitrite (Na-Nitrite) 
HCB 


0.01 
0.02 
0.01 


150.00 


0.10 
0.01 
0.05 
0.01 
1.00 
2.50 
0.10 


15.00 


0.01 
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APPENDIX 4 
Analytical report: 


‘Immunogenicity Assessment of ВМТ162а1, BNT162b1, 
BNT162b2 and BNT162c1 in Rat Serum after Repeated 
Intramuscular Administration' 


(No. R-20-0104, provided by BioNtech SE, Germany) 
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IMMUNOGENICITY ASSESSMENT OF BNT162a1, 
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SERUM AFTER REPEATED INTRAMUSCULAR 
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Version 01 
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Reported (b) (6) 


Test item: serum of rats administered with BNT162a1, 
BNT162b1, BNT162b2, and BNT162c1 
Key words: Coronavirus, COVID-19, ATM material, rat, immunogenicity 


This R&D report consists of 33 pages. 


Confidentiality Statement: The information contained in this document is the property and copyright of 
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1 SUMMARY 


BioNTech is developing RNA-based vaccines designed to protect against the novel 
coronavirus disease that emerged in 2019 (COVID-19). The project involves testing 
three RNA platforms which are under development at BioNTech with domains of the 
surface or spike protein (S protein) of the novel Coronavirus (SARS-CoV-2) as the viral 
antigen. 


In the present accessory study to the GLP-compliant repeat-dose toxicity study in rats 
(6)(4) Study No. 38166), the immunogenicity of the administered SARS-CoV-2-S 
protein targeted RNA vaccines BNT162a1, BNT162b1, BNT162b2, and BNT162c1 
was investigated. Serum samples were collected from (i) the treated main study 
animals at day 10 (BNT162c1) or at day 17 after first immunization (BNT162a1, 
BNT162b1, and BNT162b2) as well as (ii) the treated recovery cohorts at day 31 
(BNT162c1) or at day 38 (BNT162a1, BNT162b1, and BNT162b2). The elicited 
antibody immune responses were analyzed by S1 domain and RBD sub-domain 
specific ELISA as well as VSV/SARS-CoV-2-S-based pseudovirus neutralization 
assay (pVNT). 


The recorded data demonstrates that all BNT162 vaccine candidates elicited a SARS- 
CoV-2-S protein specific antibody response directed against the S1 domain and the 
RBD sub-domain. The antibody response induced by the BNT162c1 vaccine was low 
in extent and did not confer neutralization activity in most animals. The development 
of the BNT162c1 candidate was discontinued. For BNT162a1, BNT162b1 and 
BNT162b2 vaccines, antibody responses detected via ELISA increased over time and 
directly translated into neutralizing activity as seen in the VSV/SARS-CoV-2-S 
pseudovirus neutralization test. For those vaccine candidates, sera from animals with 
higher antigen-specific antibody titers also displayed more pronounced virus 
neutralization effect and, in case of modRNA based vaccines, BNT162b1 and 
BNT 162b2, exceeded the upper limit of quantification of the assay. 


(b) (6) 


CS №№ 2620 
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2 GENERAL INFORMATION 


2.4 Sponsor and Test Facilities 


Sponsor 
BioNTech RNA Pharmaceuticals GmbH 
An der Goldgrube 12 
55131 Mainz 
Germany 


Test Facility 
BioNTech SE 
An der Goldgrube 12 
55131 Mainz 
Germany 


2.2 Participating Personnel 


Responsible person: 
(as defined in SOP-100-024) 


Author: 


Experimenter: 


Experimenter: 


Experimenter: 
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2.3 Study Dates 

Start of experiments: 07 APR 2020 
Completion of experiments: 07 MAY 2020 
2.4 Guidelines and Regulations 


All experiments are executed in accordance with the existing standard operating 
procedures and described processes from BioNTech SE. Applicable documents are 
listed below. 


e SOP-010-045 Brutschrank HERAcell 150i 

e SOP-010-047 Zentrifuge Eppendorf 5810/5810R 

e SOP-010-051 Tiefkühlschrànke -80 °С 

e SOP-010-058 Sicherheitswerkbank Klasse 11 

e SOP-010-086 Zentrifuge Thermo Scientific Heraeus Pico und Fresco 17 
• SOP-020-009 Ansetzen von Medien und Zusatzen für die Zellkultur 

• SOP-030-041 Auftauen von Zellen 

e SOP-030-112 Durchführung eines virusprotein-spezifischen ELISA 

• SOP-090-013 Biological safety in laboratories 

e SOP-110-022 Entsorgung von Biostoffabfallen 


2.5 Changes and Deviations 
Not applicable. There is no formal R&D plan available. 
2.6 Documentation and Archive 


Study plans and reports are stored and archived according to SOP-100-003 Archiving 
of Paper-Based Documents. 


Raw data and evaluated data are saved at: 


е PABIoNTechRNAYTRN9391R00 Соу- 
VAC\04_Preclinic\02_Toxicology\Repeat-dose Toxicity" Studie 38166 
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3 INTRODUCTION 


3.4 Background 


In December 2019, an outbreak of pneumonia of unknown cause in Wuhan, Hubei 
province in China started. The disease spread rapidly and in January 2020, the agent 
was identified. By June 9" 2020, infection with the novel Coronavirus (SARS-CoV-2) 
was confirmed in approximately 7,000,000 people with more than 400,000 casualties". 
A vaccine is urgently needed and BioNTech decided to develop a rapid vaccine project 
based on the surface or spike protein (S protein) of the virus as the viral antigen. The 
S protein is a trimer and during viral egress, the precursor protein is cleaved into S1 
and S2 subunits (Figure 1). While the S1 domain recognizes the host receptor, the 
S2 domain is essential for the membrane fusion of the viral envelope and the 
endosomal membrane. To initiate membrane fusion, the S2 domain undergoes a 
conformational change within the central helix domain. 


52' 1208 
SS RBD 502 | ни со мм 
NTD 501 | FP CH HR2 CT 


51/52 


Figure 1: Schematic overview of the protein organization of the SARS-CoV-2 S protein 

The sequence within the S1 subunit consists of the signal sequence (SS) and the receptor binding domain (RBD) 
which is the key subunit within the S protein which is relevant for binding to the human cellular receptor ACE2. The 
S2 subunit contains the S2 protease cleavage site (S2’) followed by a fusion peptide (FP) for membrane fusion, 
heptad repeats (HR1 and HR2) with a central helix (CH) domain, the transmembrane domain (TM) and a 
cytoplasmic tail (CT); source: modified from (Wrapp et al. 2020). 


Based on these features, the S protein is the prime target for vaccine development 
with a vaccine potentially eliciting neutralizing antibodies (nAb) that bind dominantly to 
the receptor-binding domain (RBD) of the S protein. Vaccine candidates selected for 
nonclinical testing include the following vaccine antigens: 


• Asecreted variant of the КВО ofthe SARS CoV-2 S-protein (vaccine candidate 
is called V5) (Kirchdoerfer et al. 2018) 

e Membrane-tethered full-length S protein with two point mutations within the 
central helix domain. Mutation of the two amino acids to proline, (KV286- 
287PP) retains the S protein in an antigenically optimal prefusion conformation 
(vaccine candidate is called V8/V9 depending on the codon optimization used 
in the RNA) (Wrapp et al. 2020, Pallesen et al. 2017) 


1 Coronavirus disease (COVID-2019) situation report 141, World Health Organization; 
https://www.who.int/emergencies/diseases/novel-coronavirus-2019/situation-reports 
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The development of in vitro transcribed RNA as an active platform for the use in 
infectious disease vaccines is based on the extensive knowledge of the company in 
RNA technology, which has been gained over the last decade. The core innovation is 
based on in vivo delivery of a pharmacologically optimized, antigen-coding RNA 
vaccine to induce robust nAbs and concomitant T-cell responses to achieve protective 
immunization with minimal vaccine doses (Vogel at al. 2017, Moyo et al. 2018, Pardi 
et al. 2017). 


At BioNTech, there are three different RNA platforms under development, namely non- 
modified uridine-containing mRNA (uRNA), nucleoside-modified mRNA (modRNA) 
and self-amplifying RNA (saRNA). It is unknown today which RNA vaccine platform 
performs best in terms of activation and duration of a potent immune response. 
Therefore, BioNTech has developed a project plan evaluating the immune response 
of SARS-Co-V-2 vaccines based on all three platforms. The three vaccine platforms 
are currently tested for each antigen construct in non-clinical mouse studies to dissect 
the induced immunogenicity. Moreover, a GLP-compliant repeat-dose toxicity study 
was conducted to characterize the safety profile of each RNA platform and to assess 
to which extent any observed side effect is specific to the RNA platform, the vaccine 
dose and/or the encoded antigen. This report covers an accessory study to the 
REPEAT-DOSE TOXICITY STUDY OF THREE LNP-FORMULATED RNA 
PLATFORMS ENCODING FOR VIRAL PROTEINS BY REPEATED 
INTRAMUSCULAR ADMINISTRATION TO WISTAR HAN RATS (97/4) Study No. 
38166) assessing the vaccine-induced immunogenicity seen in rats. 


3.2 Objectives 


The objective of this accessory study to the GLP-compliant repeat-dose toxicity study 
in rats (99 Study No. 38166) was to obtain information on the immunogenicity of the 
administered SARS-CoV-2-S protein targeted RNA vaccines BNT162a1, BNT162b1, 
BNT162b2 and BNT162c1 in the rats. The elicited antibody immune response directed 
against the 51 domain and the КВО sub-domain was analyzed by enzyme-linked 
immunosorbent assay (ELISA), and the neutralizing capacity of antibodies assessed 
via pseudovirus neutralization test (pVNT). 


3.3 Study Design 


In order to obtain information on the SARS-CoV-2-S specific antibody responses 
induced in the GLP-compliant repeat-dose toxicity study in rats (09 Study No. 38166), 
serum samples were collected from the treated main study animals at day 10 
(BNT162c1) or at day 17 after first immunization (BNT162a1, BNT162b1, and 
BNT162b2) as well as from the treated recovery cohorts at day 31 (BNT162c1) or at 
day 38 (BNT162a1, BNT162b1, and BNT162b2). The corresponding study design of 
the in vivo study is summarized in Table 1. The elicited antibody immune response 
was analyzed by S1 domain and RBD sub-domain specific ELISA and VSV/SARS- 
CoV-2-S-based pVNT. 
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Table 1: Study design of the GLP-compliant repeat-dose toxicity study(b) (4) Study No. 38166) 


• BNT162a1 (uRNA-LNP, RBD of the SARS-CoV-2 S protein) 
e BNT162b1 (modRNA-LNP, RBD of the SARS-CoV-2 S protein) 


Test Items e BNT162b2 (modRNA-LNP, mutated full-length S protein of the SARS-CoV-2 
S protein) 
e BNT162c1 (saRNA-LNP, RBD of the SARS-CoV-2 S protein) 
Species(age) Wistar Han rat (10-14 weeks) 


Administrations 


Three (BNT162a1, BNT162b1 and BNT162b2) or two (BNT162c1) administrations on 
day 1, 8 and (if applicable) 15 followed by a 3-week recovery period 


Route Intramuscular into the M. biceps femoris 
Dose groups Test Item Dose level 
1 Control = Buffer / 
2 30 ug 
BNT162a1 (uRNA RBD) 
3 10 ug 
4 30 ug 
BNT162b1 (modRNA RBD) 
5 100 ug 
6 BNT162c1 (saRNA RBD) 30 ug 
7 BNT162b2 (modRNA mutated full-length S protein) 100 ug 
Satellite group (SA1) ЗАТ: for cytokine response analysis 3/sex/group 


Group size 


Group 1-7 


10 (* 5 recovery)/sex/group 
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4 MATERIALS AND METHODS 


4.1 Test Item 


Table 2: Test serum derived from the GLP-compliant repeat-dose toxicity study (Study No. 38166). 


Time-point of serum 


(animals 191-195, 206-210) 


Rat serum Treatment and dose level d 
generation 
Group 2 (main study) 
: Day 17 
Gnimals 31-40; 46:99) 30 ug/animal BNT162a1 
Group 2 (recovery cohort) Dav 38 
(animals 41-45, 56-60) y 
Group 3 (main study) 
: Day 17 
ALL. CAL 76-85) 10 ug/animal BNT162a1 
Group 3 (recovery cohort) Dav 38 
(animals 71-75, 86-90) y 
Group 4 (main study) 
| Day 17 
(animals 91-100, 106-115) 30 ug/animal BNT162b1 
Group 4 (recovery cohort) Dav 38 
(animals 101-105, 116-120) y 
Group 5 (main study) 
: Day 17 
(animals 121-130, 136-145) 100 ug/animal BNT162b1 
Group 5 (recovery cohort Dav 38 
(animals 131-135, 146-150) y 
Group 6 (main study) 
(animals 151-160, 166-175) | Day 10 
30 ug/animal BNT162c1 
Group 6 (recovery cohort) Dav 31 
(animals 161-165, 176-180) y 
Group 7 (main study) 
5 Day 17 
onmes у chon, 100 ug/animal BNT162b2 
P y Day 38 


4.2 Control Item 


Table 3: Control serum derived from the GLP-compliant repeat-dose toxicity study (Study No. 38166). 


Time-point of serum 


(animals 11-15, 26-30) 


Rat serum Treatment and dose level А 
generation 

Group 1 (main study) | Рау 17 

(animals 1-10, 16-25) Vehicle buffer control 

Group 1 (recovery cohort) (PBS/300 mM sucrose) Day 38 


4.3 Test System 


e Recombinant His-tagged SARS-CoV-2-S spike protein S1 domain coated in 
high-protein binding 96-well plate 
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e Recombinant His-tagged SARS-CoV-2-S spike protein RBD sub-domain 
coated in high-protein binding 96-well plate 
e HEK293T/17 (ATCC® CRL-11268™; for VSV/SARS-CoV-2-S pseudovirus 


generation) 


e VERO 76 (ATCC® CRL-1587™; for VSV/SARS-CoV-2-S pseudovirus titration 
and pseudovirus neutralization testing) 


4.4 Materials 


Table 4: Materials 


Product name Application/specification | Article no. xd Provider 
А Clear flat bottom TC-treated Greiner Bio-One 
96-well Microplate: | microplate, withrlid, sterile | 259190 МА GmbH 
Р Clear V bottom microplate, Greiner Bio-One 
96-well Microplate with lid, sterile 655180 N/A GmbH 
| Clear Flat-Bottom Immuno ; 
22” МахЗор Nonsterile 96-Well Plates | 439454 N/A 2... 
ра for ELISA өп 
Conical bottom, PP, 30/115 Greiner Bio-One 
50 mL tube MM, CELLSTAR® 227261 N/A GmbH 
Cover films ELISA RATI601841 N/A VWR International 
0 GmbH 
Eppendorf 
Eppendorf safe-lock | 0.5 mL/ 2.0 mL, Eppendorf | 0030121023/ N/A Vertrieb 
tubes Quality?" 0030120094 Deutschland 
GmbH 
ep Dualfilter T.I.P.S.8, PCR | 0030077512/ 
clean und sterile, 0.1— 00300775471 Eppendorf 
; ; 10 Ш/2-100 Ш/50- 0030077555/ Vertrieb 
ы 1000 ш/50-1250 uL/0.1- | 0030077792/ | N/A Deutschland 
5mL 0030077750/ GmbH 
0030078616 
600180 Greiner Bio-One 
Serological pipet 5 mL/10 mL/25 mL 607180 N/A GmbH 
760180 
: 613-1179 VWR International 
Reagent reservoir 25 mL, 100 mL 613-1171 М/А GmbH 
Sodium Bicarbonate | ELISA, coating buffer $5761 N/A Sigma-Aldrich 
i 9 Chemie GmbH 
; " Sigma-Aldrich 
Sodium Carbonate ELISA, coating buffer 57795 МА Chemie GmbH 
Phosphate buffered | 
saline (PBS), ELISA, PBS-T buffer 0780-10L 1х мааа 
GmbH 
powdered 
Carl Roth GmbH 
Tween 20 ELISA, PBS-T buffer 9127.1 n/a & Co. KG 
Casein Blocking B6429-500 Sigma-Aldrich 
Buffer 10x ELISA ml 1x Chemie GmbH 
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Product name Application/specification | Article no. HE Provider 
Biotrend 
ME One Tende ELISA 4380A 1х Chemiekalien 
use-solution 
GmbH 
Sulphuric acid 2596 VWR International 
EMSURE® ELISA 1007161000 | n/a GmbH 
Anti-Rabbit IgG 
(whole molecule) ELISA A0545-1ML 1:10000 Sigma-Aldrich 
POX 
Mouse Anti-Rat IgG . Jackson 
(H*L) HRP ELISA 212-035-168 | 1:10000 Јене Реван 
Starting 
rat IgG-UNLB ELISA 0108-01 dilution Southern Biotech 
1:300 
SARS-CoV-2 (2019- 
nCoV) Sp ke 1:500/ € Е 
Antibody, Rabbit ELISA 40150-R007 1:1000 SinoBiological 
Mab 
Recombinant 
S protein 
NCP-CoV(2019- 100 ng/ does | 
nCoV) Sp ke Protein ELISA 40591-V08H 100 uL SinoBiological 
(S1 Subunit, His 
Tag) 
Recombinant RBD 
protein 100 na/ 
2019-nCoV Spike ELISA 40592-V08B 100 | SinoBiological 
Protein (RBD, His н 
Тад) 
Epoch Absorbance | Elisa n/a n/a BioTek 
reader 
Tecan Washer ELISA n/a n/a Tecan 
Orbital shaker with | Elisa n/a n/a Heidolph 
heating function 
: Tu - : 
DMEM medium High glucose, GlutaMAX 31966-047 N/A Life Technologies 
Supplement, pyruvate GmbH 
: Non-USA origin, sterile- Sigma-Aldrich 
Fetal Bovine Serum filtered F7524 N/A Chemie GmbH 
DPBS No calcium, no magnesium | 14190-094 | 1 x hermo Fisher 
Scientific 
Penicilin“ 10,000 U/mL 15140-122 |33 U/mL | G bco 
Streptomycin 
2 mL tube CRYO.S, round bottom 122278 N/A Greiner Bio-One 
GmbH 
Dimethyl sulfoxide For cell culture A3672,0100 | N/A AppliChem GmbH 
Lipofectamine® LTX . | Life Technologies 
& PLUS™ Reagent Pseudovirus generation 15338-100 N/A GmbH 
VSV-AG-GFP With set of Helper Plasmids 
Plasmid Expression. | УЗУ, УЗУР, VSV-L, EH1004 N/A Kerafast, Inc 
р VSV-G); for VSV-AG-GFP 5 
Vector System : 
generation 


Strictly Confidential 


FDA-CBER-2021-5683-0767933 


Report No. 38166 2216 (b) (4) 
Amendment No. 1 to Final Report 


090177e194f4cf37 Approved MApproved On: 18-Sep-2020 13:38 (GMT) 


BIONT=Cri 
R&D Report R-20-0104 Version 01 Page 16 of 33 
ere "mu А Working А 
Product пате Application/specification | Article no. dilution Provider 
з Mouse IgG2a kappa; 
VSV-G antibody, clone 8G5F11 ЕВ0010 0.5 ug/mL | Kerafast, Inc. 
1 0.45 um Acrodisc®, VWR International 
Filter Supor® 514-4123 N/A GmbH 
Incubator Heracell 150i N/A N/A Thermo Fisher 
Scientific 
Sterile safety cabinet | Hera Safe HS18 N/A N/A Thermo Fisher 
Scientific 
live Cell Analysis IncuCyte S3 N/A N/A Essen Bioscience 
System 
Heidolph 
Microplate shaker Titramax 100 N/A N/A Instruments 
GmbH 
Water bath TW8 N/A N/A Julabo GmbH 
Table 5: Software 
Product name Application Provider 
Excel Animal monitoring, raw data Microsoft Corp. 
GraphPad Prism 8 Analysis of ELISA and pVNT assay Graphpad Software Inc. 


4.5 Methods 
4.5.1 ELISA 


Serum samples were tested in 96-well plates for their S-specific antibody concentration 
based on SOP-030-112 (with minor modifications as described below). Briefly, for the 
time points 10 days (BNT162c1) or 17 days (BNT162a1, BNT162b1 and BNT162b2, 
see Section 4.1) after immunization, a screening analysis was performed. 


1. Coat each well of a MaxiSorp plate with 100 ng recombinant protein (SARS- 
CoV2 S1 subunit or RBD) per well in 100 uL coating buffer (50 mM sodium 
carbonate buffer [1.696 а Na2COs + 2.856 а NaHCOs ad 1L Aqua dest], 
pH 9.6) 

2. Cover plates and incubate at 4°С o/n. 

3. Wash three times with 300 uL/well PBS-T (9 L Aqua dest. * 1 L 10x PBS * 1 mL 
Tween 20). 

4. Block all wells with 250 uL/well blocking buffer (900 mL Aqua dest. + 100 mL 

10x Casein Blocking Buffer) 

Incubate at 37°С for 1 h on shaker. 

Wash three times with 300 uL/well PBS-T. 

Dilute primary antibodies (samples and positive control) according to schedule. 

Incubate at 37°С for 1 h on shaker. 

Wash three times with 300 uL/well PBS-T. 


(o о лош 
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10. Dilute the secondary antibodies according to calculations. 
11.Incubate at 37°С for 45 min on shaker. 

12.Wash three times with 300 uL/well PBS-T. 

13. Add 100 uL/well TMB substrate. 

14. Incubate 8 min at RT (clear->blue). 

15. Stop the reaction with 100 uL 25% sulfuric acid (blue -> yellow). 
16. Read on plate reader (450 nm, reference: 620 nm). 


4.5.2 Production of SARS-CoV2-S pseudotyped VSV vector 


Replication-deficient vesicular stomatitis virus (VSV) that lacks the genetic information 
for the VSV envelope glycoprotein VSV-G but contains an open-reading frame (ORF) 
for green fluorescent protein (GFP) was used for SARS-CoV-2-S pseudovirus 
generation. VSV pseudotypes were generated according to a published protocol 
(Hoffmann et al. 2020). 


In brief, HEK293T/17 cells cultured in DMEM supplemented with 10% FBS were 
transfected with a pcDNA3.1-derived expression plasmid coding for the SARS-CoV-2 
spike protein (GenBank ID: QHD43416.1) with shortened cytoplasmatic tail, i.e. 
pSARS-CoV-2-S-CA19, using Lipofectamine& LTX 4 PLUS™ Reagent following the 
manufacturer's instructions. The cytoplasmatic tail was truncated for the 19 C-terminal 
amino acids to facilitate a more efficient integration of SARS-CoV-2-S into VSV virions 
analogous to SARS-CoV-S pseudotyped VSV (Fukushi et al. 2005). At 24 h post 
transfection, cells were inoculated with VSV-G transcomplemented VSV-AG-GFP 
vector (Indiana strain, de novo generated by reverse genetics from plasmid (Lawson 
et al. 1995)) at a multiplicity of infection (MOI) of three and incubated for 2 h at 37°С 
and 5% CO2. Next, the inoculum was removed, cells were washed with phosphate- 
buffered saline (DPBS), and standard culture medium, which contained 0.5 ug/mL anti- 
VSV-G antibody, was added to neutralize residual input virus. Twenty-four hours after 
infection, VSV/SARS-CoV-2-S pseudovirus-containing supernatants were harvested, 
filtered and stored at -80 °С in aliquots until further use. 


4.5.3 Titration of VSV/SARS-CoV2 pseudovirus 


For titration of VSV/SARS CoV-2-S pseudovirus, Vero-76 cells were thawed according 
to SOP-030-041, diluted to 2.67x105 cells/mL in assay medium (ОМЕМ/10% FBS) 
and seeded in 96-well flat-bottom plates at 4 x 10^ cells per well. Cells were incubated 
for 4 to 6 hours at 37 °С and 7.5% CO2. Meanwhile, two-fold, eight-step serial dilutions 
were prepared in 96-well V-bottom plates beginning with undiluted pseudovirus 
supernatant. Vero-76 wells were inoculated with 50 ul of the diluted pseudovirus 
supernatant and incubated for 16 to 24 hours at 37 °С and 7.596 CO2. Each dilution 
was tested in duplicate wells. After the incubation, the cell culture plates were removed 
from the incubator, placed in an IncuCyte Live Cell Analysis system and equilibrated 
for 30 minutes prior to the analysis. Whole well scanning for brightfield and GFP 
fluorescence was performed using a 4x objective. The number of infected GFP- 
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fluorescent cells per well was plotted as a function of pseudovirus supernatant dilution 
using GraphPad Prism v8. Data were fitted and the fitting equation used to calculate 
the amount of viral supernatant needed to obtain 144 infected cells/96-well (2096 
excess for virus neutralization test included; see Section 4.5.4). 


4.5.4 Pseudovirus Neutralization Test 


For analyzing the amount of nAbs in the serum samples, sera collected at 10 days 
(BNT162c1) or 17 days (BNT162a1, BNT162b1 and BNT162b2, see Section 4.1) after 
immunization were tested using the VSV/SARS-CoV-2-S pseudovirus neutralization 
test (pVNT). For the pVNT assay, Vero-76 cells were thawed according to SOP-030- 
041, diluted to 2.67x105 cells/mL in assay medium (ОМЕМ/10% FBS) and seeded in 
96-well flat-bottom plates at 4 x 10“ cells per well. Cells were incubated for 4 to 6 hours 
at 37 °С and 7.5% CO2. Initial dilutions of rat serum samples were prepared by adding 
10 uL of serum to 50 uL assay medium in a 96-well V-bottom plate. Seven additional 
dilutions were subsequently prepared in two-fold dilution steps, by iteratively 
transferring 30 uL of diluted sera to wells containing 30 uL assay medium. VSV/SARS- 
CoV-2 pseudovirus was thawed and diluted to obtain 120 infected cells/25 uL 
(4.8 x 10? infectious units [IU]/mL). 30 uL of diluted pseudovirus (corresponds to 144 
infected cells; see Section 4.5.3) was added to the wells containing the serum dilution 
series. The pseudovirus/serum dilution mix was incubated for 5 minutes at room 
temperature (RT) on a Heidolph Titramax 100 microplate shaker at 750 rpm, and 
additional 5 min at RT without agitation. The pseudovirus/serum dilution mix was then 
added to the seeded Vero-76 cells (50 uL mix per well, MOI: 0.003), followed by 
incubation Тог 16 to 24 hours at 37 °С and 7.5% CO». Each dilution of serum samples 
was tested in duplicate wells. Vero-76 cells incubated with pseudovirus in the absence 
of rat sera were used as positive controls. Vero-76 cells incubated without pseudovirus 
were used as negative controls. After the incubation, the cell culture plates were 
removed from the incubator, placed in an IncuCyte Live Cell Analysis system and 
equilibrated for 30 minutes prior to the analysis. Whole well scanning for brightfield and 
GFP fluorescence was performed using a 4x objective. To calculate the neutralizing 
titer, infected GFP-positive cell number per well was compared with the no-serum 
pseudovirus positive control. Mean values of the no-serum pseudovirus positive control 
multiplied by 0.5 represents the pseudovirus neutralization 5096 (pVN50); mean values 
of the no-serum pseudovirus positive control multiplied by 0.1 represents the 
pseudovirus neutralization 90%. Serum samples with mean values below this cut-off 
exhibit >50% or >90% virus neutralization activity, respectively. 
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5 RESULTS 


The exposure of rats to the four different BNT162 vaccine candidates was evaluated 
via SARS-CoV-2 spike protein specific antibody responses in an accessory study to 
the REPEAT-DOSE TOXICITY STUDY OF THREE LNP-FORMULATED RNA 
PLATFORMS ENCODING FOR VIRAL PROTEINS BY REPEATED 
INTRAMUSCULAR ADMINISTRATION TO WISTAR HAN RATS (b) (4) Study No. 
38166). In this toxicity study rats were injected intramuscularly with different dose 
levels of BNT162a1, BNT162b1 or a single dose level of BNT162b2 or BNT162c1. 
Table 6 summarizes the treatment groups. 


Table 6: Overview of treatment groups in LPT study no. 38166 


Treatment Dose level / RNA Antigen Translated Protein 

group product platform 

1 Vehicle Buffer Control 

2 30 pg ВМТ162а1 Secreted RBD variant with a C-terminal 
URNA va trimerization domain 

3 10 ug BNT162a1 

4 30 pg ВМТ162Ь1 Secreted RBD variant with a C-terminal 
Шы d trimerization domain 

5 100 ug BNT162b1 

6 30 ug BNT162c1 saRNA V5 Secreted RBD variant with a C-terminal 

trimerization domain 
7 100 ug BNT162b2 modRNA V8 Membrane tethered, mutated full-length 


S protein 


Whereas uRNA and modRNA based vaccines were administered three times one 
week apart (days 1, 8, 15), the saRNA based vaccine was administered only twice with 
one week apart (days 1, 8). The capacity of the RNA-encoded antigens to induce 
antibody responses was studied using ELISA and pVNT assay. 


5.1  ELISA 


Induced antibody responses directed against the SARS-CoV-2 spike protein 
51 domain and КВО sub-domain were assessed at day 10 after two immunization 
rounds (BNT162c1) or day 17 after three rounds of immunization (BNT162a1, 
BNT162b1, and BNT162b2; Table 6), as well as from the treated recovery cohorts at 
day 31 (BNT162c1) or at day 38 (BNT162a1, BNT162b1, and BNT162b2). Due to the 
unknown strength of the elicited immune response, different dilutions of rat serum 
ranging from 1:100 to 1:24,300 were tested as part of an ELISA screening analysis. 


Treatment of rats with each of the BNT162 vaccine candidates resulted in the formation 
of antibodies of the IgG isotype against the 51 domain as well as the RBD sub-domain 
ofthe SARS-CoV-2 spike protein, while these antibodies were not detected in samples 
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from vehicle buffer control treated animals (Figure 2, Figure 3, Figure 4 and Figure 5). 
The analysis showed a weak antibody immune response for BNT162c1 treated 
animals at day 10 and day 31, a moderate antibody immune response for BNT162a1 
treated animals at day 17 and day 38, and a strong antibody immune response for both 
modRNA based vaccines, BNT162b1 and BNT162b2, at day 17 and day 38, 
irrespective of the vaccine antigen used. Whereas for the BNT162b1 cohort the 
magnitude of immune activation was dose-dependent, the low-dose (10 pg/animal) 
BNT162a1 treated animals displayed a slightly more pronounced antibody immune 
response with higher titers of antigen-specific IgG in serum compared to the high-dose 
(30 ug/animal) treated cohort. 


-e- Vehicle Buffer Control 
BNT162a1 30ug 
== BNT162a1 10ug 
-e- BNT162b1 30yg 
> BNT162b1 100ug 
== BNT162b2 100ug 


day 17 


AOD (450-620nm) 


-e- BNT162c1 30yg ] day 10 


serum dilution 


Figure 2: ELISA screening analysis of main study cohort sera to detect antibody responses directed against 
the recombinant SARS-CoV-2 spike protein 51 domain 

ELISA was performed using serum samples collected on day 10 after two immunizations (prime/boost on days 1 
and 8) with BNT162c1, or on day 17 after three administrations (prime/boost on days 1/8/15) of BNT162a1, 
BNT162b1, or BNT162b2 to analyze elicited antibody responses. The serum samples were tested against the S1 
protein. Group mean ЛОР values of п=20 mice/group are shown by dots across serum dilutions ranging from 1:100 
to 1:24,300. 
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-e- Vehicle Buffer Control 
BNT162a1 30ug 
BNT162a1 10ug 
BNT162b1 30ug 
BNT162b1 10040 
=== BNT162b2 100ug 
BNT162c1 30ug 


AOD (450-620nm) 
++ ¢ 


t 


serum dilution 


Figure 3: ELISA screening analysis of recovery cohort sera to detect antibody responses directed against 
the recombinant SARS-CoV-2 spike protein S1 domain 


ELISA was performed using serum samples collected on day 31 after two immunizations (prime/boost on days 1 
and 8) with BNT162c1, or on day 38 after three administrations (prime/boost on days 1/8/15) of BNT162a1, 
BNT162b1, or BNT162b2 to analyze elicited antibody responses. The serum samples were tested against the S1 
protein. Group mean ЛОР values of п=20 mice/group are shown by dots across serum dilutions ranging from 1:100 
to 1:24,300. 


Vehicle Buffer Control 
- BNT162a1 ЗОџа 
BNT162a1 10ug 
BNT162b1 30ug 

- BNT162b1 100ug 
BNT162b2 100yg 


day 17 


AOD (450-620nm) 


BNT162c1 30ug | day 10 


serum dilution 


Figure 4: ELISA screening analysis of main study cohort sera to detect antibody responses directed against 
the recombinant SARS-CoV-2 spike protein RBD domain 

ELISA was performed using serum samples collected on day 10 after two immuniza ions (prime/boost on days 1 
and 8) with BNT162c1, or on day 17 after three administrations (prime/boost on days 1/8/15) of BNT162a1, 
BNT162b1, or BNT162b2 to analyze elicited antibody responses. The serum samples were tested against the RBD 
domain. Group mean ДОО values of п=20 rats/group are shown by dots across serum dilutions ranging from 1:100 
to 1:24,300. 
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-e- Vehicle Buffer Control 
BNT162a1 30ug 
BNT162a1 10ug 
BNT162b1 Зоро 
BNT162b1 100,0 
=== BNT162b2 100ug 
BNT162c1 30ug 


AOD (450-620nm) 
$4 


t 


serum dilution 


Figure 5: ELISA screening analysis of recovery cohort sera to detect antibody responses directed against 
the recombinant SARS-CoV-2 spike protein RBD domain 

ELISA was performed using serum samples collected on day 31 after two immuniza ions (prime/boost on days 1 
and 8) with BNT162c1, or on day 38 after three administrations (prime/boost on days 1/8/15) of BNT162a1, 
BNT162b1, or BNT162b2 to analyze elicited antibody responses. The serum samples were tested against the RBD 
domain. Group mean AOD values of п=20 rats/group are shown by dots across serum dilutions ranging from 1:100 
to 1:24,300. 


5.2 Pseudovirus-based Neutralization Test 


To functionally characterize the elicited SARS-CoV-2 spike protein specific antibody 
response in rats, the neutralizing capacity of sera was assessed employing a 
VSV/SARS-CoV-2-S pseudovirus system in conjunction with Vero 76 cells as target. 
Vero 76 cell express endogenous angiotensin-converting enzyme 2 (ACE2), the 
identified entry receptor for SARS-CoV-2 (Hoffmann et al. 2020). Sera of ten 
representative animals per cohort and time-point (generated from n=5 male and n=5 
female rats) were analyzed. 


Treatment of rats with each of the BNT162 vaccine candidates resulted in the formation 
of neutralizing antibodies protecting Vero 76 cells against pseudovirus infection (titer 
resulting in 50% pseudovirus neutralization in Figure 6 and Figure 7; titer resulting in 
9096 pseudovirus neutralization in Figure 8 and Figure 9). In contrast, no neutralizing 
activity was associated with serum samples generated from vehicle buffer control 
treated animals. Neutralizing antibody titers in vaccinated animals increased over time 
with the recorded neutralizing activity being consistent with the ELISA data shown in 
Section 5.1. Whereas sera from BNT162c1 treated animals display weak neutralizing 
activity both at days 10 and 31, sera from BNT162a1 treated animals display moderate 
neutralizing activity at day 17 that is significantly augmented at day 38. The strongest 
pseudovirus neutralization effect is mediated by sera generated from BNT162b1- and 
BNT162b2-treated rats. In case of both modRNA-based vaccines, BNT162b1 and 
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BNT162b2, neutralizing antibody titers resulting in 50% pseudovirus neutralization 
exceeded the upper limit of quantification (ULOQ) of a reciprocal titer of 1536 in more 
than 8 out of ten animals at day 38. 


BNT162a1 BNT162b1 BNT162c1 BNT162b2 


p VN, titer 
[serum dilution |] 


LLOQ 


Figure 6: Pseudovirus neutralization activity of main study cohort sera plotted as pVNso titer 


Serum samples were collected оп day 10 (BNT162c1, red dots) or day 17 (all other cohorts) after first immunization 
of the main study animals and titers of virus-neutralizing antibodies were determined by pseudovirus-based 
neutralization test (pVNT). Individual VNT titers resulting in 50% pseudovirus neutralization (pVNso) are shown by 
dots; group mean values are indicated by horizontal bars (+SEM, standard error of the mean). 
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BNT162a1 BNT162b1 BNT162c1 BNT162b2 


pVNs, titer 
[serum dilution") 


LLOQ 


Figure 7: Pseudovirus neutralization activity of recovery cohort sera plotted as pVNso titer 


Serum samples were collected on day 31 (BNT162c1, red dots) or day 38 (all other cohorts) after first immunization 
of the recovery cohort animals and titers of virus-neutralizing antibodies were determined by pseudovirus-based 
neutralization test (pVNT). Individual VNT titers resulting in 50% pseudovirus neutralization (pVNso) are shown by 
dots; group mean values are indicated by horizontal bars (+SEM, standard error of the mean). 
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Figure 8: Pseudovirus neutralization activity of main study cohort sera plotted as pVNoo 


Serum samples were collected on day 10 (BNT162c1, red dots) or day 17 (all other cohorts) after first immunization 
of the main study animals and titers of virus-neutralizing antibodies were determined by pseudovirus-based 
neutralization test (pVNT). Individual VNT titers resulting in 90% pseudovirus neutralization (pVNso) are shown by 
dots; group mean values are indicated by horizontal bars (+SEM, standard error of the mean). 
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Figure 9: Pseudovirus neutralization activity of recovery cohort sera plotted as pVNoo 


Serum samples were collected оп day 31 (BNT162c1, red dots) or day 38 (all other cohorts) after first immunization 
of the recovery cohort animals and titers of virus-neutralizing antibodies were determined by pseudovirus-based 
neutralization test (pVNT). Individual VNT titers resulting in 90% pseudovirus neutralization (pVNoo) are shown by 
dots; group mean values are indicated by horizontal bars (+SEM, standard error of the mean). 
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6 CONCLUSION 


The available data demonstrates that all BNT162 vaccine candidates elicited a SARS- 
CoV-2 spike protein specific antibody response directed against the S1 domain and 
the RBD sub-domain. Antibody responses detected via ELISA directly translated into 
neutralizing activity as seen in the VSV/SARS-CoV2-S pseudovirus neutralization test 
with BNT162 vaccines showing higher antigen-specific antibody titers also displaying 
more pronounced virus neutralization effect. A comparison of the three RNA platforms 
with regard to their immunogenicity in rats may not be fully predictive for how they may 
perform relative to each other in human due to species-specific differences in immunity 
mechanisms. 
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9 APPENDIX 


Appendix 1: pVNT raw data 


Table 7: Pseudovirus neutralization activity of sera generated from male rats in group 1 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity 25096; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 
dilution | 2 3 ~ 2 control | control euet 
1:12 A 98,6 108,5 112,0 93,2 105,3 100 0 50 
1:24 B 90,4 81,9 91,1 96,8 100,2 
1:48 (С; 97,9 105,3 99,1 100,3 97,3 
1:96 D 115,9 95,9 86,6 92,8 91,1 
1:192 E 95,3 99,5 82,0 70,8 78,2 
1:384 F 98,3 63,2 69,4 SRE 31,8 
1:768 G 86,9 56,3 54,5 55,9 40,6 
1:1536 H 84,0 81,2 76,3 60,8 61,9 


Table 8: Pseudovirus neutralization activity of sera generated from female rats in group 1 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity >50%; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 
dilution 15 ly W 12 2 control | control Шр 
1:12 А 113,7 138,3 134,2 99,3 104,8 100 0 50 
1:24 [>] 112,1 108,5 113,6 97,8 111,1 
1:48 С 125,4 116,5 118,4 113,6 111,6 
1:96 р 122,3 67,9 72,3 67,1 91,5 
1:192 Е 111,8 66,5 74,2 72,5 63,2 
1:384 F 119,7 77,2 46,3 53,6 54,6 
1:768 G 123,2 97,3 54,6 70,8 66,9 
1:1536 H 97,3 75,1 84,3 77,5 56,4 
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Table 9: Pseudovirus neutralization activity of sera generated from male rats in group 2 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity >50%; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 

dilution eu 52 33 > 35 control | control VND 
1:12 A 90,8 10,1 8,5 100,0 18,1 100 0 50 
1:24 B 89,1 38,4 31,9 119,3 39,9 

1:48 C 112,8 76,5 64,8 123,0 64,2 

1:96 D 118,6 75,9 61,1 104,4 62,3 

1:192 Е 97,3 61,1 39,4 74,2 65,7 

1:384 F 99,3 62,6 46,8 77,1 64,8 

1:768 С 111,1 104,6 100,3 69,3 86,7 

1:1536 Н 110,8 102,6 82,9 72,9 65,7 


Table 10: Pseudovirus neutralization activity of sera generated from female rats in group 2 


Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity >50%; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 


dilution E ВА e 5m 50 control | control Vinee 
1:12 A 20 99,8 9,9 15,3 0,8 100 0 50 
1:24 B 53,8 122,7 37,7 34,1 149 

1:48 (5 75,3 133,1 63,3 50,0 14,4 

1:96 р 82,8 126,1 55,3 62,6 26,4 

1:192 Е 110,2 131,2 72,1 86,5 39,0 

1:384 F 88,0 66,3 45,4 57,4 35,4 

1:768 G 114,0 97,8 86,3 88,3 60,0 

1:1536 H 85,4 74,7 78,4 78,5 37,9 


Table 11: Pseudovirus neutralization activity of sera generated from male rats in group 3 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity >50%; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 
dilution o 2 63 Ус 65 control | control УУ 
1:12 А 20,3 72,8 6,0 44 14,9 100 0 50 
1:24 B 43,2 84,4 Silko 8,1 41,3 
1:48 (С 58,9 95,6 47,5 19,9 60,0 
1:96 р 78,6 99,6 73,0 33,6 83,4 
1:192 Е 84,6 106,9 96,9 53,9 92,1 
1:384 Е 95,9 109,3 87,1 62,9 95,2 
1:768 G 84,2 91,5 93,4 60,6 95,2 
1:1536 H 91,1 94,0 90,3 85,9 96,1 
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Table 12: Pseudovirus neutralization activity of sera generated from female rats in group 3 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity >50%; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 


dilution © Ku © (5 80 control | control IMS 
1:12 A СЕТ 10,0 63,3 0,0 0,4 100 0 50 
1:24 B 5,8 25,1 86,7 1,4 26) 

1:48 С 1225 44,6 101,0 6,0 6,2 

1:96 D 24,7 58,1 103,5 122 20,5 

1:192 E 36,1 76,1 96,1 24,9 34,2 

1:384 F 58,5 90,9 99,0 48,5 43,1 

1:768 G 72,6 91,7 98,8 51,2 62,7 

1:1536 H 76,3 98,5 90,3 65,6 64,5 


Table 13: Pseudovirus neutralization activity of sera generated from male rats in group 4 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity 25096; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Virus Cell 


Serum 

dilution J 52 93 ER 95 control | control uds 
1:12 A 0,0 0,0 2,9 0,6 1,0 100 0 50 
1:24 B 0,0 0,3 52 1,0 1,6 

1:48 С 1,0 0,6 21,7 0,3 1,6 

1:96 D 92 1,9 22,7 3,6 5:2 

1:192 E 20,7 23 60,2 4,9 ШІ?) 

1:384 Б 45,6 11,9 69,3 16,8 ӘЛІН! 

1:768 G 72,5 27,2 95,5 314 65,7 

1:1536 H 112,3 35,6 134,6 55,3 99,4 


Table 14: Pseudovirus neutralization activity of sera generated from female rats in group 4 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity 25096; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 
dilution ШЕ qon 108 US us control | control USED 
1:12 A 0,7 0,3 24 0,0 0,7 100 0 50 
1:24 B 2,9 0,1 WZ 0,1 0,1 
1:48 С 7,9 0,4 24,4 0,4 0,8 
1:96 D 28,6 1,0 39,2 0,7 1,6 
1:192 Е 50,7 6,0 61,5 2,4 6,9 
1:384 F 66,8 16,9 63,0 ТЕН! 15,8 
1:768 G 86,1 34,8 75,4 1б 31,6 
1:1536 H 79,5 55,2 74,6 911,2 42,3 
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Table 15: Pseudovirus neutralization activity of sera generated from male rats in group 5 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity >50%; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 

dilution We m Е Ше Ze control | control Ше 
1:12 А 0,0 02 0,7 0,2 0,7 100 0 50 
1:24 B 0,9 0,0 0,0 0,0 0,9 
1:48 [9] Gf 0,9 0,0 0,9 15 
1:96 р 16,1 4,6 2,0 ІІ 9,6 

1:192 Е 29,6 13:5 10,4 52 213 

1:384 F 47,8 23,9 19,6 8,0 37,6 

1:768 G 66,5 40,2 40,2 25,9 54,1 

1:1536 H 76,7 52,0 67,8 40,9 65,9 


Table 16: Pseudovirus neutralization activity of sera generated from female rats in group 5 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity >50%; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 

dilution 159 id 138 5d v control | control Шр 
1:12 А 0,0 0,2 0,0 0,0 0,4 100 0 50 
1:24 B 0,4 0,0 0,9 0,0 0,0 
1:48 C 0,4 0,4 2,4 0,2 0,0 
1:96 р 44 2,9 11,0 0:2 0,0 

1:192 Е 17,6 6,4 25/9 3:3 0,4 

1:384 Iz 19,6 1259 28,6 4,2 2,0 

1:768 G 61,5 oon 71,1 20,0 8,6 

1:1536 H 75,1 51,3 85,0 SYL 26,2 


Table 17: Pseudovirus neutralization activity of sera generated from male rats in group 6 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity >50%; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 
dilution ii E 153 iss 155 control | control УУ 
1:12 А 27,4 105,2 62,6 108,1 122,0 100 0 50 
1:24 B 54,0 106,8 67,8 108,1 124,8 
1:48 (С 80,5 111,9 75,2 109,1 106,6 
1:96 D 98,4 107,1 81,0 115,5 99,7 
1:192 Е 91,5 113,3 73,7 92,9 115,5 
1:384 F 87,7 104,3 94,0 100,1 94,3 
1:768 G 98,9 91,0 88,7 95,7 97,0 
1:1536 H 93,2 85,6 90,9 95,1 90,5 
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Table 18: Pseudovirus neutralization activity of sera generated from female rats in group 6 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity >50%; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 

dilution 166 qer 168 dem 170 control | control Шор 
1:12 A 143,0 101,3 134,0 4,0 31,0 100 0 50 
1:24 B 90,6 109,4 104,8 14,6 61,7 

1:48 С 89,5 90,8 101,5 SHTA 80,6 

1:96 D 90,7 89,6 106,1 52,1 93,8 

1:192 E 90,3 86,8 93,5 66,8 99,5 

1:384 F 96,0 104,4 101,0 77,5 92,4 

1:768 G 89,7 97,3 101,2 84,5 101,2 

1:1536 H 89,0 91,5 94.9 87,0 89,8 


Table 19: Pseudovirus neutralization activity of sera generated from male rats in group 7 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity 25096; red shaded boxes indicate wells 
with virus neutralization activity »9096. 


Virus Cell 


Serum 

dilution ЈЕ) we 185 ine 1e control | control Шр 
1:12 A 0,2 0,0 0,0 0,0 0,0 100 0 50 
1:24 B 0,2 2 0,7 0,0 0,0 

1:48 С 21 0,2 0,7 075 12 

1:96 D S 0,0 0,9 1,2 0,2 

1:192 E 29,7 o 5,9 9,9 al 

1:384 F 63,6 16,3 22,9 23,6 10,8 

1:768 G 101,1 46,2 54,4 57,7 3165) 

1:1536 H 131,2 88,8 91,4 91,2 77,3 


Table 20: Pseudovirus neutralization activity of sera generated from female rats in group 7 

Neutralization activity of each serum at a given serum dilution is calculated as % infectivity compared to the virus 
control. Green shaded boxes indicate wells with virus neutralization activity 25096; red shaded boxes indicate wells 
with virus neutralization activity >90%. 


Serum Virus Cell 
dilution 198 d ie 1% ш control | control VND 
1:12 A 0,0 0,0 Or 0,0 0,0 100 0 50 
1:24 B 0,0 0,2 0,2 0,0 0,0 
1:48 С 0,0 0,4 0,9 0,0 0,0 
1:96 D 0,0 0,0 19 И 0,0 
1:192 Е 0,0 0,2 4,9 0,7 1,8 
1:384 Е 2,9 OT ise 4,0 9,9 
1:768 G 9,9 16,1 44,4 22 20,8 
1:1536 H 41,8 38,7 85,3 22,1 58,6 
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